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(57) Abstract 

Acylamino-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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L "Ob a V ^ ^ ^L< ttT y - A;^ MMT A^r ASii , 51 1 7!/ S3 {ISI 
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y^A^^S, 7KS^IS, 7^-AlE, ^/5^L<k^f£i&TA^AT^/&, ;f- AJ7KI tv : 
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R 4 , R 5 , R 6 ^OTi-*3V rg^S^rWLTV ^Tfc ^ Mfitf&T /^/HXtt77^/> 

;^7J / A;*-3r ^ , ' ^ o ^7tei7 A^ gj& l¥ «t 9 £ c 

liy^A, 3^ A, n-^ntVP-, ■ / '.^7 r-Mr. /: , n— 7/^A, 4V7 s f->\', sec -y^rv, ten 
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r^e/^ix tevWST /i^/kts/* /wjf= /us j >;•)., r^ey ^ l < WJ\mkr >y* jvt s: 
7 - c ( = o) - j ^MM^"^ = 
rR 4 tR 5 #W*£^oT^^nii!C^i^ 

mJ^£LTR 4 £R 5 &t^^^^ 

m^mmm^, wtmm*. mnw-^hm^n^^mi-i^-^^x^ ^xt> x<, 

f*^^('i^-^^/V^^tf^tL6o 

^-<V^?V^^^^LTV^Ttt%^^7"^Ty-/^|Gj^tt ) ^*Hf<-f, ii^^xnt 

/w, ^7/w>, t^yvV, t^-yv, t o y^>, try^v>, hyyy— /k ^y^y, 
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3 W HI f I ^ ^ ^ ^ ^ / ^ /j ^ 1 f b S ; ; 

Ti?}<\ iy=^^-/V^7^])/^T=- K^l -31^/^-3- (3 — t^^/l/T^rntvi^/l^ 

^5F^l$it, ^sh-^nyK, ^-ify/^pyK, si^im ^^^ifl, ^r>^«, 
^]->7uynyK^«||g^ij^ffii^c/37)^f il-efcs, {d*5v ^T(«ynyK 

ft, SiStiLt, B^T^yXII)^^|J(c:/lv^fc'9, N-7^/W£/i^y>, hyy^vi- 
t^>, hy^^/vr^, n, N-^y^/^r^y^, 4-(n, N-v-v^/vr^yy, 

^*LV^^^5fe«9, ^»J:5/^MStLT«Greene^.7j«Wutsl : , Tprotective Groups 
in Organic Synthesis] ^2jRl33E4fe<Z>{&3^^&#Kf5££tf5-C#, r^^SJ^f^iOC? 




(IV) (V) (I) 
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; y)- Xv-/^:ti, N, N-^^/^/^-AT^K^N, N- ^f/l'Tt hT ^K^v^/^x/U 
A-T5>, hym^-/i/T^>-, N, N-iy^/^T^V^, 4-(N, N-^f^7^/) 



(lb) SrjS3t-rs^fet?*)5o 
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ftcDik^mttmmLxftjpth&o 

tot, ^mmik&mzT>vv?>&m&m^tLxm^irzm&, m^u, m^m 
m, m&mmKm, mm., mmm^-mmjLn^mMtLx^ 

mxh&o 

MY T>KP^>S^f4^§mitfeT-, MMTV ^tz^M&^MMM^^&^^l 
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CHO£fflJj££, ja^l00mm6O«i&#ffl7"V^v'^(-lX10 6 12-18 B#ITO 

yi/m#^iyV-i*t&ttm&-&tz.Kh ryKp^Vft^I^^K, mmtv-ltr 
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GENETICIN®(^^-Wv^^)«r*mS 500 /i g/ml <^3J;y ^/JPxJc c Ji$l®fffl!£, ^ 

5i.it (5 , MMTV- ;^>7x7-ifV rjt - ^ - jfcfc T- £ 11 ft m ifW BS«r MIS 
#L fc(CHO/MMT V aE'B M'ilto^f* )„ 
_LfS^[sl«^LT SV40 ^—P—mfc^fcMmR&fc&W&^tc, tztzL, SV40 

(CHO/SV40 ^^BWl5^f*) 0 
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JBL^c {b'&WsAP 18 HU^ld 1% MJhV-X joi;^ 10% ^y-feD— /b^L^I 20 // 
1 &)K\%.1RLfa&t&7l)*L, 0.47mM /^>7^y^-g-t?7^>^^— ifKSifft 100 u 1 £r/JP 

MMTV-LTR fc^ffimt&kTf, SV40 "/ : W itti X.!^ f' K, 

*&m<k&mz£zm^mfflkfcm& inM dht iar^w-^^fe¥ffit±ia^t5 

^#sp(%)==100(X-B)/(I-B) 
I: InM DHT ^^PLfc^^(Z)(MMTV/^>7i7-t7&H0/(SV40^y7x7-t'?gt4^ 
B:^^gT^(MMTV/^>7i7-t7S-i4)/(SV40^-77i7-t'&l4) 

b) fch T^Kn^VS:^f*(^^«$g^t^bW]Tt!iJ^fflOff ffl (antagonist tfUB) 

CHO/MMTV &j£ft^&W±Mm&$$£X3 CHO/SV40 , ^ W 

fl 96well *WflSi#*ffl^/7V — Md 1 X 10 4 »t^, 6-8 DHT(fl^ifcfi 
O.3nM)^|^0#(^^§l^ft:^#J^^jnL7c, jb^f^JP 18 Mill 1% MJh^-X *5«tU« 
10% ^y-fep— /I'Sr^tri&ifc 20 u l&M^mfr&W^L, 0.47mM /W/^yv^fr 
/1^7j7- £ 100 l£^Px_, /KXX— £r/BV^T3§#;S£:S!l;£L, rtbib^r 
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X'^IPJft^^ 0.3nM DHT ^Pn#(^^Jj[JL/c^^W(MMTV^y7x7-t'fg- 
t3£)/(SV40/^>7i7— t'fStt) 
±.BB<^77feT^mL7c:P£W*^ 50%£&5#«Wfb^4&©**a»S> ICso ^*fe/c c 
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b) antagonist fpffi 
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Bicalutamide 
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18.9 
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o.5m g ^Tg^Lfc a *mmit&m* 0.5% ^/^/VD-^»tiiLi p s^-t 
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-e, fc5v^tt2~4iHi^5>^TS: J 5-1-s c 
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3- (4-y^p-<vyV^T5y) -- 2.2,3- hv^^y^s>Wc^^ 



2- (4-7 /v^ruy >V7 >vfc -;vr^J)-f^ly^. 









2- [ (4-7./l-^-a-7^n/^;^^;lx)^^T5y]7°c/y?>lt 


#%0!j2-3 


2- {4-7 iVJrn^Ul/^ fVT^S) -2- ^-^7°ti/<>m 


##^j2-4 


2- (2-yh^y^<>yVA-T5;y) -2-^yU^a/^^ 


#%#ij2-5 


2- (4-->-Ty^>yV^T5y) - ^-y^A-r/n/^Bg 


#%fij2-6 


2- (4- hy^/i^rj/^w^yV^r^y) -2-y^u-yw^>B5? 


#%#'j2-7 


2- (4--y/W^-rJ7i— /l^U-^—vUT^y) -2-^^7°rj/s>|g 


##j5ij2"8 


2- (4- — hP7x-;M/U*^;V7^y) -2- ^^-fus^M 


#%Fd2-9 


2- (4-yh^y^7/3i— /kx;w^^-/wT5;y) -2-y^--/u-y 0 u/^>g^ 


#%0ij2-lO 


2- (N-^v/^=¥iy-4-y'/U^-a^VXT5K)-2-^/W^ci^^ 


tMJ0!l2-ll 


3- (4-7^^-o7^^^jx/W7j--/wT?y)y°o/-?>'^ 


###|J2-12 


3- (4— 7;^n-7^^-y^7l'7^^^T5y)y^>^ 


#%#ij2~13 


1- (4-^/^u7^^/^^^/UT^y)^yri7 0 nt°7W*/U^Vl^ 
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##002-14 


1 — (4— ^/U^n^^>^^7l-T5y)^^n^ntVu^;U/Jf>^S^ 


##^J2-15 




•-4-*% "Iv /-j—, l ,--1 -- /■ » 

^%{^1J2— 16 


1— (4— 7wP yN v/y -i ^/ ) v^rc^^^/U^jyU^^Bg 




1 — (4— ^^^n^^in/U^/U/^^/UT?/) v'^a^^£//U^//U7jf >S"5^ 




1 — ( 4 — ~7 n yV /UT$ / ) n 




4 - (4 - -7 /u.tn^>yV /UT?y ) -r hvt Kn - 4 — # ^^VBf 


#%#j2-20 


3- (4-7^tn^y/^/l'7^) 2.2.3 - hU^-^^^lfe 



#%#'J3 
#;%#ij4 — 1 

•Z — ^y-JjVir^yti }Vif^;VT^J -N- (4-->Ty'-3-MJ-7/U^-n^^^'7ni^;b) 
mkDm&m%, -20°C(^*|JL7c^, ^-^--/i/^n.UK3. 93g^TL/c = T/v=*V#ffl 

mt, i^ias^i^Mti^L/t^, 4-T5:/-2-hyy'/^a^/^^/-H;^5. 58 g 







##^'j4-2 


y ^-/u) y^ )V-y°x:i/^y —UK 




2~-<>^/^^>*/WK— /UT^y-N- (4-VVV-3- h^/U.tnyf ;U 
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|M£0!|4-4 


3 - ^/kt^^* /Ud? r^/UT5 7 - N - ( 4 - v/7V - 3 - hV ~7 tV^r rJ ^ 
-2, 2 — v/^-^y^^/NVT^K 




2- Ty/^^v-^/WJ^;l-T5y-N- (3, 4-^7/7^/1') - 3-^^ 




i - -<>^/u^^^/U7j?^./uT5y - n - (4- v-tv - 3 - hy^/u^ru^/u 



lN7K^-7"hy r >i»7X^56ml^ J 7K7^T, 2-r^y-2-^^l7'n/s>@5r5. 79g£ 
4' -y7/-3' -hy^/^^-n^^/H-y^/^nT-fehT^yK 

4-T^y-2 — hy^/P^-n^;P-<>y^hy/P5. OOg^ynP7)^A20mlia^JWU M= 
7Khy^/^ng^5. 31ml^n^^M^T3()5Ht#L/c„ #f tH t 7c|r 0! £r?ji ffx L , ^pd 
*W^ifLiSf^ft3. 93g£r#-/c c 
#%#>J7 

4— ^jVT^;—2.-yy-7 >vjrxi^?V'<ixy*=-y\)}V 

Tkmik-ThW-^O. 22g£rN, N-^^/^/^T^KlOmH^^L, ±ffi4'-i/77 
-3' -hy^/^n^/l^by^/^nTirl-T^yKl. 41g^U^7K/^T30^«#L/c 0 S 

^y^A7Kf^lOml^/]P^[W]^7rl0#^m#L/c c SJC&*SSrftSfe^^/l'50mlT*3R^, 

SJHb3^0. 63g&#7c c 
2- (-^^^/P-^v-T^y) -2-7^/^'W^^n^/P 
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2-(N-^>y/^y-4-7^to^X7^K) -'Z-^/vv "u/<-y^^^-;v 
2- (-<yi/^^^r5/) -2-^f^7PAyixf/L- 0.85 g ©t°!)y>ii 10 ml ii 
4 - 7^tn^yyV /V^n y K 0.68 g 10 ^Mf&t^L/^ SfS^^^BETil 

^ 0.95 g &r#7c 0 
#%#ijl0-l 

2-Tyy-N- (4-v-T7-3-hyy/l-^-n^/y7^^/y)7 , n^^yT?.K 

#;%#ij4 - 1 Trfa^L/72 - vvy^r v 77/wK— /ur ^/ — N — (4 — 77 / — 3 - h; 

7;y^a7 f ^/^y^^/y)7/y3ys>T5h750()mg4-'l, 2-yyPDx^y5mll^?L, zk/fi 
T, i/^f^7^7^K790mg, HTy^fc/^Sf v^^yrn—yvy^ {$6()0mg^HI#dJ[l;i, 

fc c M(7^&7?30^fl#L/cf£, 7K^T, pH10(7/^*T4N7Kg^fb^hyy7,7KM7r 

tjrx., mm^^50mix'sm^tHL., ftmm%M7kmm^?°*isv^x%L$iLtc 0 -ms±T 
mm 

2-7^/-2-^/K>^£°^^277mg£N, N — v^^vl'T hT ^ K3 ml i 7«|$§ L , 
-10 0 C(7T^^/^t3yKO. 206ml^Pyi^^i7Tlll#r B 1ff ^L/c 0 77CV ^4-Tyy- 

2- hyT^/y^-n^/y^yX^hy/y^px., i::|mL&^2B#p B 1ff #L/!y 

sj^-mj-tk^px., ^^^7y7rgfe#fi x im.j£7kmit-rhv t 7J±7km&xT \z. 
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#%fi|lo-li:[RHt)i(T©##f?!l?r'p^tfc = 
#;%#iJ10-2 

###i|lO-3 

N— (4— i^Ty — 3 — /l^) — 2 — ^/l^ny^T^KitBfci& 

##FIJll-l 

2~T^y-N- (3, 4-i>yr/7i^/V) -2-^/^n/s>T^K 
(l)2-^^v ? /^^v'^7/^— 7PT^y-2-^^-7^n/sV^30g ( JrN ) N- vW/KTir 
hT^Kl30ml<E>jg£-8££r, -2() c C(^^*PL/c^, ^-—/WnJJKio. 2ml£?gTL/~c T 
7^>#SI^T, l^jaS-ei^F^flt^L^, 4-7;/7^n-MJ/H8. 2g^N, N-£o< 

#%^|J 1 1 - 1 £p3TO' &>T<n&%m%'&f&Lt=. a 

#%^ijll-2 

2— T5:y — 2— (3, 4 — i/v-T '^ix^/W^^^xf;!, Tir'T'— h 
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#'%FiJl2-l 

2-T5;y-N— (4-->ry-3-KU^/u^-n^/u7^— / w - 3 - ^ h n / ^ > r 5 K 

2- -<>v ; /^^>'^/Wjf—/^r^y-N- (4->7y-3-h!i7/l/tn^f/V7^/H 
-3-^l^^/7n/syr$K2. Og^rTirh— hy/>30ml(^^L, tK^T, ay'fbKW^ 
y7Vl. 4ml^PX., Rfi.-^ 1 f B 1f#L^ S£il^/-/Hml, 7k30ml£)HI«l 

###iJl2-2 

1 - T 5:7 - N - (4 - v-T y - 3 - hV 7 ^ u ^ >V7 ^ ;v ) is? u -f^- >v)i ;Vif^ ^ 5 K 
#%$J12-3 

3- T^y-N- (4-v-Ty-3-hU7/l-^-n^/^7^^7l-) -2, 2~v ; ^^n/N> 
##M13 

2-T5:/- (3, 4-yi/7/7^/l/)-3-^f/V7^y7-;K 

10-?-£-j$L7c2 -T y;VJr*i/jJ>V7£=./VT 57 — N— (3, 4 — v^T/^— A-) 

^^|dET^L#^tbfca©^^ 1 IJ«^^ WMIL/kJi ^5>PlL 

§PJ;v^M'fb^^435mg^ffife^»tLT^c 0 

l-^^/^^rv-TJ/Wjf^/l^-N- (4-v-Ty™3-by7'/l-^n^^ : -/^7'^^/^) -2 

l-^^v ? ^^v-7J/^7jf^/^-2-^^-/l---y ; Dyv3. 2g£rl, 2-y^nnx^>i0ml 
tKJ^T, ^f-y/^pyK470m g ^TL-A-^, ftllliON, N-v^/VtJvV 
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ml, ^©7K50ml-e-?:tt^ettgfc#L, &zKffilfc^^^-kT«#feLfco #JBET(-i8$fc£r 
##^1J15-1 

[4 - (4 — T5;K] v'^n^df-v-/^ /l^V|j£ 

4-r5yv-^n^v//^/W^Vgt(cis trans ©I^fe) 1. 43g^lM^7Kl'tf b+ h 
n y K 1 . 5 9gcOT" H7t:K P77« (5ml) £r>k ^ TL , i ^ T2 B# ffi « L fc, 
ttfflU ^MftM^L3tjSfbl^2. 41gSr#fe 0 

1 5 - 1 1 mmzLx&> T(o m^m^mu-., 

##0iJ15-2 

1 — (4 — 7> r /u^n^>-yV/P)Tif^> :; >' — 3 — ^/U7^Vg$ 



Ref.Ex.:##0iJ#-^ 
DATA r&Sfc^ftH^tt 
NMR i^M^^Rl^^r-A- 
(#i^lEL&V^«9, DMSO-d 6 , 

tms ftmMmxmfe) 

mp : ffii^ 

S3 



AcOEt:@£B£^^/l' 
Hex ^r-^> 
EtOH 

(Et) 2 0:v ? ^^-/^— yvl- 
l,2-diCl-Et:l, 2-y7nPx7> 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H,t,J=7.3Hz),1 .40-1 .66(2H f m) l 3.40-3.64(1 H,m) ! 3.68(3H,s) l 7.28-7.47 
(2H,m) ) 7.77-7.92(2H ) m),8.15(1H l d,J=8.8Hz) 


1-2 


NMR(CDCI 3 ,TMS internal standard) 

8 :1.68(6H,s),3.79(3H J s) f 6.77(1H,br),7.00-7.19(2H,m),7.71-7.87(2H,m) 


1-3 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.65(6H > s),3.62(3H J s),4.00(3H J s),6.95-7.45(3H,m) J 8.20-8.49(2H J m) 
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Ref.Ex 


DATA 


1-4 


NMR: 8 :1 .46(6H,s),3.58(3H,s),7.90-8.03(4H,m),8.72(1 H,s) 


1-5 


NMR: 6 :1.48(6H ) s),3.60(3H,s),7.73-8.10(4H,m) f 8.85(1H,s) 


I D 


MMR^Dnni TM^ intprnal cstandard^ 

6 :1.39(6H,s),3.58(3H,s),5.43(1H,s) I 7.08-7.16(2H,m),7.85-8.85(2H,m) 


1 -7 


NMFUODCL TMS internal standard^ 

6 :1.48(6H,s) ) 3.71(3H J s),5.63(1H,br),8.02-8.12(2H I m) ( 8.31-8.40(2H l m) 


1-8 


NMR(CDCI 3 ,TMS internal standard) 

( S -1 44(6H 3 66(3H s^ 3 86(3H s^ 5 27(1 H br) 6 90-7 00(2H m) 7 56-7 86 (2H m) 


i o 


NMR(CDCLTMS internal standard^ 

1 >l 1 V 1 1 I I W l_V V-f lo j 1 IVI x_ ^ II 1 lv/ 1 1 IUI w LU 1 IUUI VJ y 

6 :2.55-2.64(2H,m) l 3.12-3.34(2H s m),3.69(3H,s),7.1 8-7.31 (3H,m), 7. 81 -7.85 (2H,m) 


1-10 
i i o 


NMR(CDCLTMS internal standard^ 

6 :1.19(3H,d f J=6.8Hz) f 2.53(2H l d > J=5.5Hz),3.62-3.90(4H f m) I 5.37-5.45(1H f m), 7.11- 
7.21 (2H,m),7.79-7.95(2H,m) 


1-1 1 


NMR: 6 :1 .15-1 .32(4H,m),3.31 (3H,s),7.32-7.52(2H,m),7.73-7.89(2H,m), 8.78(1 H,s) 


1-12 


NMR: 6 :1 .07-1 .28(2H,m),1 .35-1 .55(2H ) m) J 3.60(3H,s) ) 7.20-7.40(2H,m), 7.85-8. 01 
(2H 9 08(1 H br) 


1-1 3 


NMR: 6 :1 .40-1 .57(4H,m),1 .80-2. 02(4H,m),3.45(3H t s),7. 31 -7.51 (2H ) m),7.40-7.90 
(2H, m), 8.25(1 H,s) 


1-14 


NMR: 6 :1 .55-2.25(8H,m),3.58(3H,s),7.19-7.39(2H,m),7.85-8.01 (2H,m), 8.66(1 H,s) 


1-15 


NMR: 5 :1 .15-1 .40(6H,m),1 .65-1 .88(4H,m),3.39(3H,s),7.30-7.51 (2H,m),7.74-7.90 
(2H, m), 8.08(1 H,s) 


1 -1 fi 

1 1 O 


NMR- (S 1 38-2 30(1 OH m) 3 58(3H s) 7 18-7 39(2H m) 7 83-7 98(2H rrh 8 38(1 H s) 

1 N IVI 1 1 1 \J . 1 iOU L.. JU^ 1 w 1 I.IM^U.iJU^OI l|0^ , / . lU / , JJ^LI 1 , 1 I ly , / .UvJ / 1,111^, O. OO ^ 1 1 1 , «J y 


1-17 


NMR: 6 :1. 97-2.1 0(4H,m) J 3.58-3.76(7H ) m) J 7.27-7.35(2H,m),7.90-7.98(2H,m) ) 

ft H hr. 


1-18 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .29(3H,t,J=7.5Hz),1 .30(6H,s),1 .54(6H,s),4.21 (2H,q,J=:7.5Hz),7.1 0(2H,t,J=8.6Hz) 1 

7 71 (1 H Y\x\ 7 R1 (PH dd l-R 4 ft RH7 \ 


2-1 


NMR: 6 :0.77(3H,t,J-7.3Hz),1 .40-1 .66(2H,m),3. 42-3. 66(1 H,m),7.29-7.49 (2H,m), 

7 77-7 Q9(9H R 1 ^(1 H d !-fi RH7I 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 '1 39(3H d J-7 3Hz) 2 84(3H s) 4 65-4 89(1 \~\ m) 7 07-7 27(2H m) 7 76-7 92 

v/ . 1 .UvJ lU 1 1 , V_J , U — / . O 1 1 <C- y , . w 1 y \J 1 1 |T.u>J 1 . vJ w ^ 1 1 1,111^,4 . w / / / y £_ 1 1, Illy, I . / w / . «_/ 1. 

(2H,m) 


2-3 


NMR(CDCl 3 ,TMS internal standard) 

6 :1 .68(6H,s),7.00-7.33(3H,m),7.73-7.89(2H J m) 


2-4 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .69(6H,s),4.01 (3H,s),6.95-7.52(3H,rn) ! 8.20-8.51 (2H,m) 


2-5 


NMR: 6 :1.46(6H,s),7.92-8.05(4H,m),8. 70(1 H,s), 12.25(1 H.br) 


2-6 


NMR: 6 :1 .48(6H,s),7.79-8.1 1 (4H,m),8.87(1 H,s), 12.23(1 H,br) 


2-7 


6 :1.68(6H,s),5.05(1 H,s), 7. 05-7. 14(2H,m), 7.66-7. 77(2H,rn) 


2-8 


NMR(CDCI 3J TMS internal standard) 

6 '1 53(6H <5^ 5 44(1 Hs) 8 03-8 1 2(2H 8 31-8 41 (2H 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6 1 43(6H s\ 3 74(3H s) 5 30(1 H br) 6 89-7 01 (2H 7 57-7 80(2H 


2-10 


NMR(CDCI 3 ,TMS internal standard) 

5 :1 .76(6H,s),4.74(2H,br),6.95(2H,dd,J = 1 .8Hz,7.7Hz), 7. 08(2H,t,J=8.7Hz), 7.24-7.35 
(3H,m),7.78-7.84(2H,m) 


2-11 


NMR(CDCI 3 ,TMS internal standard) 

6 :2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H,m),7.81-7.87(2H,m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.19(3H,d,J=6.8Hz),2.53(2H,d,J=5.5Hz), 3.59-3.88(1 H,m),5.37-5.46(1 H,m), 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Rpf Fx 


DATA 


2-13 


NMR: 8 :1.10-1.42(4H,m) J 7.32-7.52(2H I m) ) 7.73-7.89(2H,m),8.61(1H,s) l 12.28(1H,br) 


2-14 


NMR: 8 :1 .01-1 .20(2H,m),1 .27-1 .49(2H,m),7.1 5-7.45(2H,m),7.85-8.08(2H,m), 
8.98(1H,br), 12.37(1 H.br) 


2-15 


NMR: 6 :1.20-2.05(8H,m) ) 7.29-7.50(2H,m),7.75-7.90(2H,m) l 8.05(1H I s) I 1 2.42(1 H.br) 


2-16 


NMR: 8 :1.55-2.25(8H J m) s 7.18-7.40(2H,rn),7.84-8.01(2H,m),8.51(1H I s) ) 12.12(1H,br) 


?~1 7 


NMR- 8 0 95-1 95M0H m) 7 27-7 50(2H m) 7 81 -7 92(3H m) 12 38(1 H br) 


2-18 


NMR: 5 :1.25-2.35(10H,m), 7.15-7. 42(2H,m) s 7. 80-8. 00(2H,m),8. 24(1 H s s) 


2-19 


NMR: 6 :1. 90-2.1 2(4H,m) l 3.57-3.77(4H i m),7.27-7.35(2H l m),7.90-7.98(2H ) m) I 8.52 
(1 n,Dr), 1 ^.o / (1 n,Dr) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

8 :1 .33(6H,s),1 .58(6H,s),7.07(2H,t,J=8,6Hz),7.40(1 H,br),7.81 (2H,dd, J=5.1 ,8.6Hz) 


3 


NMR(CDCI 3 ,TMo internal standard) 

8 :1 .38(3H,d,J=7.3Hz),2.84(3H,s),3.56(3H,s),4.65-4.89(1 H,m) ,7.08-7.29 (2H,m), 

/ . / D- / . y I ^ rl , 111 j 


4-1 


NMR(CDCI 3 ,TMS internal standard) 
7.75-7. 77(2H,m),7. 92(1 H.br), 9.06(1 H,br) 




MMR- a -1 41 /RH R D1 f9N q\ 7 Pfl-7 ^fWRH ml 7 RQM H <^ ft 07M H rl 
IN Ivl n, O . I .H I PI , ,0 ,U I Fl , / . CO I .OO^Jll ,IMj,/.Oc7^in,o^, o,u/|in,u, 

J=8.8Hz),8.20(1H,d,J=8.8Hz),8.33(1H,s),1 0.34(1 H,s) 


4-3 


NMR: 6 :3.27(3H,s),3.34-3.64(2H,m),4. 35-4.46(1 H,m),5. 00-5.1 0(2H,m),7.30- 
7.39(5H,m), 7.76-7.82(1 H,m), 8.01 -8. 14(2H,m), 8.28-8.32(1 H,m),1 0.91 (1H,br) 


4-4 


NMH. o . 1 .1 y(bn,S),o.^/ -o.o<i(^n,ITI) ,4.yo(^n f{dr\,rf\) t 


4-5 


NMR: 8 :0.85-0.95(6H,m) f 1. 99-2.09(1 H,m),3.99(1 H,t,J=7.8Hz), 4.47-4.51 (2H,m) f 5.1 6- 

C OO/I U rr»\ K 07 OC/1 LI rrt\ P R« Q7 M U m\ 7 £M /1 U H 

o.c./i[ i n,mj ,o.zi/ -o.oo( l n,l7l),D.oo-o.y / ( I n,mj, / . oh-^ 111,0, 

J=7.8Hz), 7.99(1 H,dd,J=1 .4,6. 3Hz),8. 07(1 H,d,J=6.3Hz),8.31 (1 H,d,J=1 .4Hz),1 0.86(1 H 
,ui ; 


4-6 


NMR: 8 :1.60-2.90(6H,m),5.02(2H,s) f 7. 10-7. 50(5H,m),7. 95-8. 40 (4H,m), 10.24(1 H,br) 


5 


NMR(CDCI 3) TMS internal standard) 

a -1 R7(r\-a ci\ t; 1 c\(o\-\ q\ <=; c;n/i i-i hr\ 7 ^d^H q^i 1 n 49/1 H 
0 . I .0 / ^Dn,o^,o. i u \c n,bj,o.uu^ i n,u[ ^, 1 .oh- ,oj , i u, i rn , ui ) 


6 


NMR(CDCl 3) TMS internal standard) 

8 :7.28(1 H, d,J=:7.8Hz), 7.87(1 H,dd,J = 1 .5,7.8Hz),8.46(1 H,d,J=1 .5Hz) 


7 


nivih(OLJoi 3i 1 Mo internal sianaara; 

6 :2.93(3H,d,J=5.2Hz), 4.68(1 H,br) s 6.68(1 H,dd,J=2.4 ) 8.6Hz),6.84(1 H,d,J=2.4Hz),7.41 
(1H,d,J=8.6Hz) 


o 
O 


Niviri(L/iJL/i 3 , i Mb iniernai sianaaruj 
7 36(5H 


9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .29(3H,t J J=7.0Hz),1 .72(6H,s) > 4.24(2H,q,J=7.0Hz),4.66(2H,br),6.95(2H,d,J=7.7Hz 
),7.07(2H,t J J=8.7Hz),7.26-7.34(3H,m),7.73-'7.77(2H,m) 


10-1 


mp: 79-80°C 


10-2 


mp: 1 16-1 17°C(AcOEt-Hex) 


10-3 


mp: 234-238°C (EtOH-(Et) 2 0) 


11-1 


NMR: 6 :1 .32(6H, s),5.34(2H,br), 8.06(1 H,d,J=8.4Hz), 8.21 (1 H,dd, J=2.1 ,8.4Hz), 8. 44 
(1H,d,J=2.1Hz) 


11-2 


NMR: 6 :1 .99(3H,s),3.67(1 H f t, J=5.5Hz),4.1 8 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20 
(2H,m), 8.30-8.45(1 H,m) 


12-1 


NMR 


8 :3.26(3H,s),3.32-3.62(3H,m),4.97(2H,br),8.07-8.15(2H,m) l 8.38-8.41(1H,m) 


12-2 


NMR 


8 :1 .55-2.70(6H,m),5.31 (3H,br), 8.00-8. 55(3H,m) 


12-3 


NMR 


8 :1.14(6H,s),2.75(2H,s),3.31 (1H.br), 5.34(2H,br),7.96-8.10(2H,m), 8.27-8.30 
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Ref.Ex 


DATA 




(1H,m) 


13 


NMR(CDCi3,Tlvlo internal stanuaraj.o .u.oo(on,a,j-o.onzj, i.u/^on,a, 
J=7.0Hz) l 2.41 -2.53(1 H f m),3.43(1 H,d,J=3.3Hz),7. 73(1 H,d,J=8.8Hz),7.94 

M u hh i-Q 9 « 0N7I q oi/iu h I-? ?H7^ 10 18(1H hr] 
(1 ri.QU, J =id.^,o.onzj , o.*i 1 \ 1 n,u,«J — txnz.j, j u. io \ 1 n,ui/ 


14 


NMR: 6 :1. 51 (1 .5H,s) t 1. 53(1 .5H,s) t 1.86-2.04(3H f m),2.1 3-2.23(1 H,m),3.51 -3.62 
(1H J m),3.67-3.80(1H,m) ) 4.88(0.5H,d,J=12.6Hz) > 5.07(1H r s) l 5.13 (0.5H,d, J=1 2.6Hz), 
7.02-7.1 8(2.5H J m),7.27-7. 40(2. 5H,m),8.03-8.30(3H ) m), 10.01 (1H,s) 


15-1 


NMR: 5 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m), 7.87-8. 40(2H } m), 
8.14-8.28(1 H, m), 12.24(1 H, br) 


15-2 


NMR(CDCI 3 ,TMS internal standard): 6 : 3.46-6.60(1 H, m), 4.30-4. 60(4H, m), 7.06- 
7.18(2H, m), 7.61-7. 70(2H, m) 



N— (4 — isT J — 3 — !\/i>rn^ >V7 -_x.=->V) — 2 — [ }V7.)V^\=-iV) T^A 7 7i 
1 0 - 1 -e^f£L/c2 - T=:y - N - (4 - i/r / - 3 - Ky ^/M-n/^/i^^ - /u) 

nn^/^A50mlT^^#, lN±M50ml, g&fP^±t^K50ml-eSfe#-L, 

(DmMit-a-^J 1 14mg^||fc c 

H«J 1 tP^^LTH tfe0i|2 - 1 6&l^Lfc c 

N- J ;V7 -^/V) -2- { [ (4-7^tn7i^/l')^/^ 

4-T^y-2-hy7 7 ^^n^^/l-^>y'^hy/I/580mg^r{i>fl:ToJPx./c^, Txffi""Cni!.V 
f H 1i^Lfc 0 S^^^^-^50mlT^fRL/c^, lN4SK50ml, fi&fPSW7K50ml, 
^®7K50ml-e^:H^Hi5fe#-U, MTKm^^i/^AT^^L^c «JETt-^Sr@^ 
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mmm 1 7t mm i-l xm mm 1 « - 2 1 j#l 

N— (4-y7/-3-Ml7^tn^f^7x-^) -2- { [ (4 — T^/^nT^;^^);*/^ 
^/W]T^7}7 c n/s>T5K600mg ; Sr]vPaL>-i Omlf^ffL, Lawessonf^H290mg^j|:i 

^«J25 

N - { 1 - [ (4— 777-3 - W7/^o^f ^7i^/l-)*/W^^^] - 1 - ^f ;Uxf 
/M -4-7/V^-n^yX7^K 

2- (4 — T'/U'^-n^i^yV/^TS:/) -2-7^/l-7' : n/s^@t500mg^v ; 7nJn7y730ml 
i^^?L, tK^T, hy7^~/W^7V:/933mg, N-^n^-^y-7W^K633mg^Hll7^ 

(17 : 3) mmU fiSrffc, ^^ft^ffB^I^^/Wj^S^flL , agfefeNl©^ 

®{fc^l56mg£#7c 0 

^W!|25^|^^i-LTHW!j26-33^j^L7c c 



^W!lli:l^«^LT^»!j34- 64£^£L/c, 

N- {1- [ (4—>7y-3-MJ7^to^/P7x=:^)*/W^/l/] -1 -p^/u^^F- 
(1) 7^/UT^KSfe5. 0g(Dv ? y-na7^>t^80ml^, /K/£T, FJ^/^7^/8. 27ml 
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(2) i o - 2-e^fifeLfe2 -r =:/ - n- (4 - ->ry - 3 - hy :7/i^-p/^ /V7i-^ ) 

-2-^/^ : n/^>T^K2OOmgW^nny^>^^l()ml(^±f22-^Ty^S#0^i 

g^^^/K^j: m l /c, wmis zmfcrnm-w* uvmuxv m%L , mm r , mm 
d:i) gffisPiWi'^Hi^ifc, - mm^^u&mm^m^ 

eTb L , ^fUt^ 1 90mg^#/c o 

HJfcfllee 

N- (4-->Ty-3-h!J^'/^c2y ; 5 : -/l--7ai=-/L-) -2- [2- (4 — ^/l^n:^— /IX) 7 

-fc^/ixrs;/] -2-^y^n/s>-rs:K 

(1) 4-7 /Ugtifc 1 02mg(/; v 5 ^ n n ^l^WM 5 ml ( - , >K T , ^ "If V /W 7 
P 'J KO . 0 5 7ml& tWMfi^ N, N — v^/W# >V1»T 5 K£/JP X. , iS fit2 ft #L /'i 

(2) 1 0 - 2T*-£fi£Lfc2 -T^y - N - (4 - - 3 - hy 7/l/tn^f^7i- 
/V) - 2-y^-/^7/ = P/^7T5Fl50mg^v ; ynn^y>^^5ml(^t yi>V2ml^JPx./ifi, 
?k T _Lf E4 - 7 /l^n 7 iVT -fe ^ ^ n y K CO v 5 ^ n a ^ ^ > jgflg 5 ml £#[1 x_ , I n] fi T* 1 . 

N— { 1 — [ (4 — y-77- 3 — hy 7 7^13^/^31X1^)^7 /W^-i'/V] - 1— ^/l^=c.f- 
/W - 2-tKn^r->-<>X7'5K 

^tef?'j44T^I5KL/c2- ({ 1 - [ (4—>Ty-3-hy7/U^-0^/^3i— /V)77/W^ 
-f/W] - 1 - ^ /V/<^r^ jV) y^=z. /l/7tr-M50mg^y-/Hmli^ 
fl¥U lNTRgfib-^hy^^/K^^mlORx/c^, ^^T?20^^f*r#L/c o flgcjETI'^/ 
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N- { 1 - [ (4 — v-TV — 3 — hy^/l/^-r3^/^^-/l^)^7/W^^E--l'/P] - 1 — tttVaL*f- 

(2)#%^iJ10-2-e-^^Lfc2-T^/-N- (4-^T/-3-hyv'/^n^/^ ; E.^ 
/V) -2-^/^'cz/sVT5:K300mg^v ? ^nn^^^^5ml(C ) tK^T, JifB8-^-yy 
> # /Pjtf^ /U^ u y Ri&^±& «y ; /nny ^ 5 ml & '0« h U if/UT5>(). 364ml » x. , 



N - { 1 - [ (4-v-TV — 3 — hy^U^-n^/V^i— /P) ?J/W^-f/P] - 

18g, l-(3-i^^/VT^y^nt s /U)-3-^/W^/UjJ?v 5 >r^Ktai64lLO. 2 
5g^Hl7^JPx/c 3 IWiaT, 2B|f n 1ir#LfcfI, 2-T^y-N-(4-v-ry-3-hy^/^ 
T2pt^vK7;c:=7lO -2-^f^7n/NyT^KO. 30g^Px, ^?1.T?6H#^, MJ-xh^tKn 

^^^5mi^Px.P^ L -ir65Hf^tWL/c G RJ^^fnMW/K^PX-, 



5£«ij68 




i'if?ij69-78^f>^L/c, 
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(1 ) 3 — Tir — 2 — ^^t^ri/* /wK— /WT^y^/s ^g£g . 9g£rN, N - 
/VTi?hT5K30ml(^^L, -20 U C(^SPL^, ^~/W/nyKl. lml?riTLfc ;: 
7V^V#fflfrF, 0 G C^113#^j}f#L/rm, 4-T5/-3-hy^/M-n^/W<>y*~hy 

/P2. 6 g ^>*Toiq^, m umx-zmmwu^ mzmmm^^x^mk, mm 

UKO. 56ml, hV^^TV^O. 66ml^Hi»X., i£i'&7?2fl#f^ff #Lfc, ixJ^JdgSfP 

sw/k^jp^, g^^^^T-tttuL^, 0. inii, mmmt^-bv^^mmxm^L 
n- { i-[ (4-y-ry-3-hyy/^n^/^y^^/^)^/WN^/H -2-tpu^y^ 

2 - [ (4 - V7V - 3 - hy ^/^n^/l^y^^^) ^7/w^^y /i/] - 2 - (2 - 7y^n-< 
7K^^2ml^n^, l I^TO, Ml^fflT? l a#FM #L/c c KJ&Sfci^Ni&H&Srfln*. 

HJfc0l|9O 

N- { 1 - [ (4-y77-3 - H^/l^n^/l/^^/i/) #/W-^^/iyj - 1 -y^A^r^- 
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3 Omg'dr^ t Kn77> 5ml li^ML , 7k7£T, MJ^/WT ^260 /i 1, 4-^h= 3 rv"<> 
yV/P^pyK310mg^|l|M»X, 7K^ T"?40# L , 7\<^M\X.fz, S!'SIlT5 

Tj-a^L/if^, Mff.T(-^^-£-t, a»@^S^^^30ml^lN^7K^^^{-^ffi 
L, ffle^fPJ^jltTKSl^-by^^/K^^lSml, 7X151111x2, g^n^zkl5ml-e#fr#- 
L, fiiit^hy^^-e^L/io ^J±Ti^^©-±:-L/im, iiM7y*>r'^7^nvh 
^77^- (g^gg^/V : ^i7->- = 1 : 1 ) ^Tffi^L , nhfrtzMm®W£ f My^tt >V 

f B ©lRM{b^326mg^#fe :: 

»^j90i:|Wl^(-LT^»'J91 , 92&^J5£L/c a 
Hll#ij93 

4 — y°n^e — 2 — ^np- N— (1. — [ (4 — ->T7 — 3 — hyy/L^n^/l^T^^/l^) 7J7Wn 

- 1 - ^f /vxf /H^i'XT^K 
4 - yn^r - 2 -7Pn$&fi52()mg^f h7tK'n777 1 OmKZl^L, zktf* Ttf^f 1 
y/UT7nyK230/i 1, N, N-^^7P/^7^T^Kl^^|li^7JllX, i^JflUdT 1 «TO#L -/'I, 

Jt-TY^MYn-yy^ArrA l^mttL , 7k/fTF2 -T^7 — N — (4 — V7V — 3 — hU 77 /7^p^ 
7l^^7P) -2-^/^n/s-yT$K540mg, hym^/iyr^s 10 /i l^rlUM^P^, 50# 
Pfflfl^L/co K/^i^k^Hx., 2H?jfnfl305->lf]tWL > ^i±T('M^W*L-/t: ; . 
g^ai^^50mltlNiMf7ki§?S30ml^(^5>KL, i^JS3rgfrfH^cI£ tK ^ ^ 7l<: 
^3 0ml, ISfP^TkSOml X2-e?5fc#-L, flfcSH-M/? A-e^Lfc c ^i±T(^^S J 

^»j93i:R«^LT»^!j94^-^^L/c c 
H«'J95 

N— { 1 — [ {.A — 'yT J — 3 — Y x )y '^^^ >^y -s-^>v)1j tVy^4 >v^-\— ^"t ;vz^=r- 
/V] - 4-tRn3ry-<>XT^K 

N - { 1 — [ (4- vvV-3 - hy7 7 7^a^^/l^^^-— 7P) j^/W^^w] - 1 —^;v=c^- 
7V )_ 4 _y]^y^yXT^K340mg^^^^nyKl0ml^^?L,-78°C(^TlM77 
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7K^30mK7jC30mlJ£fn7^S^^ 

^)v-^~^)v-*y44V7xivjv^--^)\'-^**y>£y) n r« r n l , m & 00 w 3< n 

§i?»ij96 

^/v]-l-^f;nf^)-4-7/i'tn / <>'XT5K 
2-(4-7/vtn-N-^y/V^y^X7^K) -2-;^i^rnysVgtO. 7gi^^'7 

C3n^>20ml^OX-, -10 lb C Cj&t K, M^y^O. 48g£r*J>Li*oflPx.7 t - :: - 

10t:XlH#P^f*M£, [WlM^T4-r5y-2-MJ7/^n^/l^<>y^h!;/^0. 59g£ 
tJPx., $^d^U7?l0#^ff#Lfc„ Kf&ili^^PP^^T'f^f, 7K?5tL, *{t7KfiM 

- TffiML /c ; - : - mm^'l- (2:1) ^ (±1 SB J:«9#b^/c^ H e H SrvW Xn tvP^ 

-r/^«LTtIi^ v iO. 6 lg^#-/7 

»#|J97 

N — { l — [ (4 — ^T/ — 3 — hV7/^v^/^y^.=^/U)^j/W<^r4/^ - 

N-^^^/^^iz-N-ll - V(4-77 J JV^rxi^ rV-7 ^~;\s)?J 

- i—^/Vzl^/U} -4-7/^n^7X75K0. 3g23j;TJ^I£T^^— >7^0. 15g 
(7331/?/— /H0mlO«^^(^10%/^^iA^^0. 05g^Px., MT*305affHffti$ 

iiLfc, ^-t^-g^gg^/Wi : l)^^I J l fPJ;^#^H/c;i$ H H H^g^^7^^j:rJ<^ 

N— (4 — i/TS — 3 — hU^/l^Pp*^ /U7x-/l') — 2 — 77^ — 2 — (3 — T^^l^ 
K)77^/s>-r^K 
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1 0 - 2X&f&Uz.2 - T^y - N - (4 - ->T y - 3 - hV 7/^X2^ iV -7-^=. jV) 

#j205mg^r#/c, 
HW'J99 

N— (4-v'7;-3-W7/PtP^f/l'7i^/l') -2-^^-2- (^sMi^XT^K) 
io-2 -e-^figL /c2 - T^/ - N - (4 - v-T/ - 3 - ^tn^f .^7i^ /P) 

- 2 - y^- ^yp^yr? K4oomg^t i: y ^smi {~$£fl?L , (^y--<>yv /^^-) @^®c34 

4mg, hV^/UT ^226mg^JPx., ^jfiT?l lOl^^fWLfc, /xlk»2N^S£zk^iffi 

tmm^xmt^m 1 oo - 1 f&uy 
mmm 1 tmm^Lxmmm 1 05 - 1 07^^l/c :j 
hj^iJ25 i [wi m {zl xmmm 1 0 s^^&l 7~ c 
mmm ltmrn^Lxmrnm 1 09 - 1 1 1 ^m.uy 
mmmstmm^xmMm 12- i22^^t/c= 
1 tnm^x-mmmvz's, - i29&^Lf- 0 

H»lll30 

n— (4--i/ry-3-hy7 7 /^n^/^yyV^) -[4- (4-7/^n^>7y;v)75 
K] -y y n y /v>t7 /ptK^ ^ k 

15-1 X^ffcLTziA - (4 - 7ytn^yyyy) T5:F]yy n^^'>;V^^#Vi 

&m "x, m^mi4tmmo)^fe&^ ^x^Ruw^m^n^ty uhtitzmmm 
^-(Dit^m (a) &#/c 0 m. izmm&i&rtmcDm&ft (b) &#fc= 

H»J 1 30> IbJ^lt HJ£0*J 1 3 1 &&mvt' 0 
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R 4 R 5 R 6 R 7 



Ex. :HWJ#^ 

Me 

Et 

Ac :Tir^/l- 



MS :5C*##Hit 
(i-Pr) 2 0;y-fy7DtvPx-r/i/ 
MeOH — )V 

i-PrOH ;-fy7 n/V-.^ 



Benzyl 



-CH- 



m4 




Me 




(0) 2 

H 



Ex. 


R 1 


R 2 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 164-165'C 

NMR: 6 :1.37(3H I d,J=6.8Hz),2.94(3H,s) ( 4.01-4.17 
(1 H,m), 7. 68(1 H,d,J=:8.0Hz), 8.06(1 H,dd,J=1 .8,8. 8Hz),8 
.1 2(1 H,d,J=8.8Hz),8. 29(1 H,d,J = 1 .8Hz),1 0.80(1 H,s) 


2 


CF 3 


CN 


-o 


mp: 1 89-1 90°C(AcOEt- Hex) 

NMR: 6 :1 .21 (3H,d,J=6.8Hz),3. 94-3.98(1 H,m), 7.46- 
7.54(3H,m),7.74-7.84(3H,m), 8. 03-8.08 (2H,m), 8.32- 
8.33 (1H,m), 10.71 (1H,s) 


3 


CF 3 


CN 




mp: 178-179°C(AcOEt-Hex) 

NMR: 6 :1. 24(3H,d,J=7.0Hz),3. 94-4. 00(1 H,m), 7.28- 
7.31 (2H,m),7.80-7.84(3H,m),8.04-8.08(2H,m), 8.37 
(1H,d J J=8.0Hz),10.71(lH t s) 


4 


CF 3 


CN 




mp: 179-1 80 C(AcOEt-Hex) 

NMR: 6 :1. 24(3H,d,J=6.8Hz), 3.94-3. 99(1 H,m), 7. 42- 
7.53(2H, m)J.73-7.80(3H,m), 7.94-8.1 2(2H,m), 8.46 
(1H l d,J=8.4Hz),1 0.70(1 H,s) 


5 


CF 3 


CN 




mp: 170-1 71 c C(AcOEt-Hex) 

NMR: 6 :1.24(3H,d,J=6.8Hz), 3.93-4.04(1 H.m), 7.63- 
7.69(4H,m),7.78(1 H,dd,J=1 .6,8.4Hz), 8.04-8. 09(2H,m), 
8.07(1 H,d,J-8.4Hz) s 8.46(1 H t d,J=8.8Hz),10.69(1 H,s) 


6 


CF 3 


CN 




mp: 183-1 84 C(AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.0Hz) l 3. 98-4.05(1 H f m),7.77 
(1H, dd,J=2.0,8.2Hz),7. 88-7.97(4H,m), 8.00(1 H,d, 
J=2.0Hz), 8.08(1 H,d,J=8. 8Hz),8. 69(1 H,d,J=8.2Hz),1 0. 
74(1 H,s) 
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Ex. 


R 1 


R 2 


R 9 


DATA 


7 


CF 3 


CN 




mp: 134-135°C(AcOEt-Hex) 

NMR; 6 :1.27(3H,d J J=6.8Hz) J 3.99-4.07(1H,m) l 7.72 
1 1 H,dd,J = 1 .2, 8. 8 Hz), 7. /y(^n,a,J=o.UrlZ), / .yo-o.uo 
(4H,m), 8.66(1 H,d,J=8.8Hz),10.73(1 H,s) 


8 


CF 3 


CN 




mp: 111-112°C(AcOEt-Hex) 

NMR: 6 :1.26(3H,d,J=6.8Hz), 3.98-4.05(1 H,m), 7.41 
(2H,d,J=8.6Hz),7.76(1 H,d,J=8.6Hz), 7.87-7.89(2H,m), 

n nn/ni i J I n I 1 — . \ o CI/1 U rl 1 O CU-7\ 1 fl 7C/1 U f \ 

8.06(2H ! d ) J=8.6Hz) ) 8.52(1 H,a ) J=o.bHz) 1 1 u.7b(l rt,S) 


9 


CF 3 


CN 




mp: 184-1 85' C(AcOEt- Hex) 

NMR: 6 :1.32(3H,d,J=7.2Hz),4.01-4.14(1H,m) l 7.07- 
7.12(1 H,m), 7. 41 -7.47(1 H,m), 7. 78-7. 82(2H,m),8. 03 
(1H,d,J=1. 6Hz),8. 08(1 H, d,J=8.6Hz), 8.67(1 H,d,J=8.6H 
z), 10. 77(1 H,s) 


10 


CF 3 


CN 




mp: 159-160°C(AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.6Hz), 3.98-4.05(1 H,m),7. 49 
(1 H,t,J=8.4Hz),7.54-7.56(1 H ) m) ) 7.70-7.78(2H,m), 7.79 
(1H,dd f J = 1.8 J 8.4Hz) l 8.03(1H I d,J=1.8Hz),8.07(1H I d,J = 
8. 4 Hz), 8. 54(1 H,d,J=8.4Hz),1 0.77(1 H,S) 


11 


CF 3 


CN 




mp: 189-190 C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz) ) 4.00-4.08(1H,m),7.67- 
7.71 (1 H,m), 7.78(1 H,dd,J=1 .6,8.6Hz), 7.96(1 H,d,J=7.6 
Hz), 8. 00(1 H,d,J=1 .6Hz),8. 04-8.1 1 (3H,m), 8.64(1 H,d, 
J=8.6Hz),1 0.79(1 H,s) 


12 


CF 3 


CN 




mp: 143-144°C(AcOEt-Hex) 

NMR: 6 :1.28(3H,d,J=6.8Hz), 4.03-4.10(1 H,m), 7. 70- 
7.74(2H,m),7.84(1 H,d,J=8.0Hz),7.96(1 H,d,J=1 .6Hz),8. 
01 (1 H,s),8.04-8.07(2H l m) l 8.68(1 H,d,J-8.8Hz), 
10.77(1 H,s) 


13 


CF 3 


CN 




mp: 167-1 68 C(AcOEt-Hex) 

NMR: :1 .24(3H,d,J=7.0Hz),4.00-4.04(1 H,m), 7.48-7.51 
(1H,m), 7.57-7. 60(2H,m),7. 76-7. 78(2H,m),7. 85-7.90 
(3H,m),7.98(1H,d,J-8.8Hz),8.34(1H,s),8.41(1H,d ! J=8. 
0Hz),10.63(1 H,s) 


14 


CF 3 


CN 




mp: 193-194°C(AcOEt-Hex) 

NMR: 6 :1.19(3H,d,J=6.8Hz), 3. 95-4.00(1 H,m), 7.51 
(1 H,t,J-7.6Hz),7.58-7.62(2H s m), 7. 67-7.71 (1 H,m), 7.78 
(1 H,d,J=1 .6Hz),7.93-8.06(3H,m), 8.1 3(1 H,d,J=7.2Hz) l 
8.67(2H,d,J=8.8Hz),1 0.52(1 H,s) 


15 


CF 3 


CN 




mp: 1 99-200 C(AcOEt-Hex) 

NMR: 6 :1.27(3H,d,J=7.2Hz), 4.37-4.44(1 H,m), 7.60- 

7.72(4H,m)7.83(1 H,d,J=1 .6Hz), 8.00(1 H,d,J=8.8Hz),8. 

17(1H,dd ) J=1.2,8.4Hz),8.31(1H,dd,J=4.6,7.2Hz),8.43( 

1 H,dd,J=1 .6,8.8Hz),9.02(1 H,dd,J=1 .6,4.0Hz), 1 0.65(1 
i_i c \ 


16 


CF 3 


CN 




mp: 185-1 86 'C(AcOEt-Hex) 

NMR: 6 :1.34(3H,d,J=6.8Hz),3.97-4.06(1H,m), 7.00- 
7.04(1 H,m), 7.25-7. 35(4H,m),7.48-7.50(2H,m), 7.84 
(1H,dd l J=2.0,8.8Hz) l 7.96(1H,d,J=8.8Hz) J 8.04(1H,d,J= 
8.0Hz), 8.1 0(1 H,d,J=2.0Hz),1 0.80(1 H,s) 
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Ex. 


R 1 


R 2 


R 3 


X 


R 4 


R 8 


DATA 


17 


CF 3 


CN 


H 


o 


CH2CH3 


H 


mp: 170-171 C 

Nlvlri. 0 .U.oo^on , l, J— / .HnZJ , 1 .o^i- 1 . / c. 111)1 
3.77-3.82(1 H,m) 1 7.24-7.28(2H,m) I 7.75-7.82 
(3H,m),8.01 (1 H,d,J=2.0Hz), 8.07(1 H,d, J=8.4Hz), 
8.36(1 H,d,J=8.8Hz), 10. 74(1H,s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp: 171-1 72 C(AcOEt-Hex) 

IN IVi ri . \\uLJ v>I3j 1 IVIO II Hcl 1 Idl 0 ICU IVJdl \J) 

b :1 .09(3H,d,J=7.3Hz),2.86(3H,s), 4.58-4. 62 
(1 H,m),7.26-7.30(2H,m),7.80(1 H,d,J=8.6Hz), 
7.86-7.90(3H,m) I 8.08(1 H,d,J=1 .8Hz), 8.79 (1H,s) 


i y 


Or 3 


L/lNl 






PH 


u 

n 


NMR: 6 :1.08(3H,d t J=6.8Hz),3.25(3H ) br) j 4.09 
(1 H,br)J.38(2H,t,J=8.0Hz), 7.73-7. 81 (4H,m), 
8.22-8. 34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOEt-Hex) 

MM r- x -o 77 9 QQ/OW rn\ A 14(1 H 7 14 

(2H,t,J=8.8Hz),7.19-7.26 (5H s m),7.61 -7.64 
(2H,m) l 7.72(1H,d,J=8.8Hz), 7.96(1 H t s), 8.07 
(1H,d,J=8.8Hz),8.61(1H,d,J=8.8Hz),1 0.77(1 H,s) 


21 


CF 3 


CN 


H 


o 


H 


H 


mp: 179-180C(AcOEt-Hex) 

NMR: 6 :3.77(2H,d,J=6.1Hz),7.38-7.42 (2H, m), 
7.86-7.90(3H,m) ) 8.08-8.12(2H,m) ) 8.25-8.27 
(1H,m),10.71(1H,s) 


22 


CF 3 


CN 


H 


s 


CH 3 


H 


mp: 86-87 C 

NMR: 6 :1 .32(3H,d,J=6.8Hz), 4.39-4. 46 (1 H, m), 
7.28-7. 34(2H,m), 7. 78-7. 84(2H,m), 8.1 8-8.24 
(2H,m),8.31 (1 H t d,J=8.4Hz),8.42 (1 H,s), 
12.01 (1H,s) 


1 H (0) 2 


Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




V 




mp: 166-1 67 C(AcOEt-Hex) 
NMR: 6 :1.41(6H,s),7.06-7.10(1H,m), 7.57- 
7.61 (1 H,m),7. 84-7.87(1 H,m),8.07-8.1 4 (2H, 
m),8.23-8.30(2H,m),1 0.29(1 H,s) 


24 


CF 3 


CN 


J* 


.OMe 


-0- 


mp: 90-95 c C(AcOEt-(i-Pr) 2 O-Hex) 

NMR: 6 :3.19(3H,s),3.42-3.52(2H,m), 4.09- 

4.17(1H J m),7.23-7.28(2H,m),7.76-7.84 (3H, 

m),8.01-8.03(1H,m) J 8.07(1H,d J J=8.4Hz) ! 

8.51 (1H,d,J=9.2Hz),1 0.81(1 H,s) 
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Ex. 


R 1 


Ft 


A 




n ATA 

DA I A 


31 


CF 3 


CN 


Me Me 




mp: 1 17-1 18 c C(AcOEt- Hex) 
NMR(CDCI 3 ,TMS internal standard ) 
5 :1 ,47(6H,s),5.84(1 H,s),7.22(2H,t,J=8.8Hz), 
7.79(1 H,d,J=8.8Hz),7.90-7.95(3H,m), 8.07 
(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 

X. 




mp: 109-1 10C(AcOEt- Hex) 
NMR: 6 :1.50(6H,s),7.89-7.92(2H,m),8.00- 
o. i 0[Hf^ } n\) ,o.*io{ i n,u,J— *i.unz^,o.yu^ i n,bj, i 
0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 


<^y^ 0CH 3 


mp: 1 24-1 25 c C(AcOEt- Hex) 
NMR: 6 :1.45(6H,s) J 3.76(3H,s) l 6.82(2H,d > 
J=8.8Hz),7.73-7.75(3H,m), 7. 89-7.92 (1 H,m), 
8.00(1 H,d,J=2.0Hz), 9.67 (1H,s), 10.83(1H,s) 



*7 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 




mp: 207-208°C 

NMR(CDCI 3J TMS Internal standard ) 
6 :1.77(6H,s),6.29(1H,s),7.15-7.19(2H,m), 7.76 (1H, 
d,J=8.3Hz), 7. 75-7. 83(2H,m), 7. 87-7.90(1 H,m), 8.07 
(1H,d,J=2.0Hz),1 0.67(1 H,s) 


26 


CF 3 


Me Me 

X 


0CH, 


mp: 124-125 C(AcOEt-Hex) 

NMR: 6 :1 .57(6H,s),3.97(3H J s),7.05(1 H,t, J=7.2Hz), 
7.20(1 H,d,J=8.4Hz),7.49-7.54(1 H,m), 7.79(1 H.dd, 
J=2.0,8.4Hz), 8. 07(1 H,d,J=8. 4Hz), 8.15(1 H,dd,J=2.0,8 
.4Hz),8.31 (1H,d,J=:2.0Hz),8.55(1H,s), 10.20(1 H,s) 


27 


CF 3 


Me Me 

X 




mp: 256-258 c C(MeOH-EtOH) 

NMR: 6 :1.54(6H,s),7.98(2H,m), 8.03-8. 15 (4H, m), 
8.29(1 H,d,J=2.0Hz),8.85(1H,s),1 0.22(1 H,s) 


28 


CF 3 


Me Me 




mp: 222-225°C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.87(2H,d,J=8.8Hz),8.06 (1 H,d, 
J=8. 8Hz),8.13-8.15(3H,m), 8.30(1 H,d,J=2.0Hz), 8.83 
(1H,s),10.23(1H,s) 


29 


CN 


Me Me 




mp: 198-199°C(EtOH) 

NMR: 6 :1 .52(6H,s),7.31 (2H,t,J=8.8Hz),7.98-8.04 
(3H,m), 8.10(1 H,dd,J=2.0,8.6Hz),8.30(1 H.d, J=2.0Hz), 
8.59(^,8)^0.15(^,8) 


30 


CI 


Me Me 




mp: 227-230°C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.31 (2H,t,J=:8.9Hz),7.75(1 H, dd, 
J=2.6,8.7Hz),7.85(1H,d,J=8.7Hz),8.00(2H,dd,J=5.4,8 
.9Hz), 8. 06(1 H, d,J=2.6Hz), 8. 55(1 H,br), 10.00(1 H.br) 


34 


CF 3 


Me Me 




mp: 168-169°C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.27-7.32(2H,m),7. 52-7.58 

(1H,m), 7.72-7.76(1 H,m), 8.08 (1H,d, J=8.4Hz), 8.16 

(1 H,dd,J=1 .6,8.4Hz), 8.33(1 H.d, J=1 .6Hz), 8.52(1 H,d,J 

=1.6Hz),10.22(1H,s) 
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Ex. 


R 1 


A 


R 9 


DATA 


35 


CF 3 


Me Me 

X 


-Cf' 


mp: 204-206°C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.38-7.43(1H,m) ( 7.50-7.56 (1H, 
m),7.75-7.78(2H,m),8.04-8.15 (2H,m), 8.30(1 H,s), 
8.69(1 H,S),1 0.22(1 H,s) 


36 


CF 3 


Me Me 

X 


"'0 


mp: 184-185' : C(CHCI 3 ) 

NMR: 6 :1.54(6H l s),7.51-7.54(1H l m) l 8.05(1H I d ) J= 
8.8Hz), 8.13-8.16(1H,m) f 8.24-8.27 (1 H,m),8.30(1 H, 
d,J=1 .6Hz), 8.72(1 H,dd,J=1 .6,5.2Hz), 8.80(1 H,s), 
9. 11 (1 n,d, J = 1 .bnZ) , 1U.^(ln,S) 


37 


CF 3 


Me Me 


N 


mp: 1 29-130 C((i-Pr) 2 0) 

NMR: 6 :1.61(6H,s),7.64-7.62(1H,m),8.00-8.01 (2H, 
rn), 8.06(1H,d,J=9.2Hz),8.14-8.16 (1H,m), 8.31 

HUH 

(1 n,0, 

J=1 .6Hz),8.72(1 H,d,J=8.8Hz),8.83(1 H,s), 1 0.34(1 H,s) 


38 


CF 3 


Me Me 




mp: 173-174°C(AcOEt-C 6 H 6 ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H,m),7. 98-8.06 (5H, 
m),8.14-8.17(1H } m) ) 8.32(1H,d I J=1.6Hz), 8.56 (1H.S), 
8.74(1 H,s), 1 0.26(1 H,s) 


39 


CF 3 






mp: 220-221 'C(AcOEt-Hex) 
NMR(CDCl 3 ,TMS internal standard ) 
b :1 .26(3H,s),1 .79-1 .85(1 1 H,m) ,4.68-4.72(1 H,m), 
5.98-6.00(1H,m),7.81-7.83(2H,m), 7.98-8.00 (1H,m), 

n DD o on/1 LJ r*^\ 

y.oo-y.oy( i n,mj 


a n 
4U 


Uh 3 


M e 


/ V 


NMn 1 Mo internal sxanaaraj. 0 . i .01 (on,a, 
J=8.6Hz), 4.93-4. 97(1 H,m), 6. 82-6. 84(1 H,m), 7.16- 
7.1 9(2H, m), 7. 76(1 H,d,J=8.5Hz), 7. 84-7.87 (2H,m), 

"7 f~l~7 / H LJ /-J IO CLJ-t\ O MO / -i LJ r>\ O O O / i L_l r> \ 

7.9/(iH,a, j=o.ohz),o.u^ (1 H,s),y.oo( i h,s) 


41 


CF 3 


Me Me 




mp: 1 66-167 C(AcOEt-Hex) 






X 




NMR: 6 :1 .53(6H,s),7. 18-7.23(1 H,m),7. 34-7. 40 (1H, 








m), 7.79-7.85(1 H,m), 8.08(1 H,d, J=8.8Hz), 8.16 (1H, 

JJ 1 A r* O OU-»\ O OO/H |_J /~J 1 H CU-t\ O CZ IZ / 1 LJ y-J 1 H O 

da, J = 1 .o,o.oHz), 8.32(1 n.a.J- 1 .bHz),o.bb(1 H,a, J = 1 .b 
Hz),10.22(1H,s) 


42 


CF 3 


Me Me 

X. 


X 


mp: 1 82-1 83't(AcOEt- Hex) 

NMR: 6 :1.52(6H,s),7.14-7.20(2H,m) s 7. 48-7.56 (1H, 
m), o.10(1 H,a I J=o.onZ), o.l /(I n,ad, J = 1.b, o.onZ), 
8.33(1 H,d,J=1 .6Hz),9.1 0 (1 H,s), 10.20(1 H,s) 


43 


CF 3 


Me Me 


CI 

-Q-o. 


mp: 214-21 5' C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.55(1 H,dd,J = 1 .6Hz, 8.0Hz), 
7.66-7. 69(2H,m), 8.08(1 H,d,J=8.4Hz), 8.18-8.21 (1H, 
mj, o.oiD-o.ob(l ri,m),o.o/ \\ M,S), lU.*:o(ln,SJ 


A A 

44 


Oh 3 


M p Me 

IVI c ■»« 


<^J^0C0CH 3 


mp. i / i - 1 / d. \f\C\Jizi-riBX) 

7.34-7.38(1 H, m),7.51-7. 55(1 H, m), 7.85(1 H,dd,J= 

-i C ~7 OLJ-»\ O ^ O/H LJ r4 \ O OLJ-»\ O H O / -t LJ *4 r-i 1 -i £5 O O 

1 .b, / .^nZ),o.1 o(1 H,a,J=o.onZ),o. 1 o(1 H,dd,J=1 .b,o.o 
Hz),8.33(1H I d > J=1.6Hz),8.61 (1H,s), 10.1 7(1 H,s) 


45 


CF 3 


Me Me 




mp: 207-208°C(AcOEt-Hex) 








(^VCF 
\=/ 3 


NMR: 6 :1 .51 (6H,s),7.65-7.69(1 H,m),7. 76-7.80 (2H, 








m),7.87-7.89(1H,m),8.08-8.10(1H,m), 8.18-8.20 (1H, 
m),8.38(1 H,s),8.93(1 H,s), 1 0.30(1 H,s) 


46 


CF 3 


Me Me 

X. 


^^^xjx 


mp: 215-216°C(AcOEt-Hex) 

NMR: 6 :1.58(6H,s),7.46-7.60(3H,m),7.85 (1H,d, 
J=6.8Hz), 7. 97-8.13(4H,m), 8.24-8.26 (1 H,m),8.39 
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Ex. R 1 



DATA 

(1H,s), 8.86(1 H,s), 10.42(1 H,s) 



47 



48 



49 



CF, 



Me Me 



mp: 195-196°C(AcOEt-Hex) 
NMR: 6 :1 .52(6H,s),7.35-7.40(1 H,m),7. 45-7.49 (1 H, 
m), 7.61 -7. 66(2H,m), 8.08(1 H,d, J=8.8Hz), 8.21 (1H, 
dd,J=2.4,8.8Hz),8.38(1 H,d,J=2.4Hz),8.81 (1 H,s),1 0.2 
7(1H f s) _____ 



CF, 



Me Me 



^0, 



mp: 180-182°C(AcOEt-Hex) 
NMR: 6 :1.52(6H,s) I 7.40-7.51(3H,m) f 7.61-7.65 (1H, 
m),8. 05-8. 24(2H,m), 8.37(1 H,br),8. 83 (1 H,br), 1 0.28 
(1H,s) 



CF 3 



Me Me 



mp: 203-204 C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7. 46-7. 50(2H,m),7. 53-7.57 (1H, 
m),7.93-7.95(2H,m),8.05(1H t d, J=8.4Hz), 8.14 
(1H l dd f J = 1.6,8.4Hz),8.31(1H f d > J = 1.6Hz) I 8.86(1H,s), 
10.20(1H,s) 



50 



Me Me 



o 



mp: 106-1 07 C(AcOEt-Hex) 
NMR: 6 :1. 51 (6H } s),6.63-6.66(1H,m) ! 7. 18-7.20 (1H, 
m),7.86-7.88(1H,m),8.05 (1H,d, J=8.4Hz), 8,13-8.17 
(1H,m)A30(1H,dJ=2.0Hz),8.38(1H,s), 10.25(1 H,s) 



51 



CF, 



Me Me 



JO 



Me 



mp: 145-146°C(AcOEt-Hex) 
NMR: 6 :1 .48(6H,s) l 3.72(3H,s),6.04(1 H,dd,J=2.4, 
4.0Hz),6. 89-6.92(1 H,m) ,6.98-7.01 (1 H,m),7.97 (1 H, 
s),8.05(1H,d,J=8.8Hz),8. 15-8.1 9(1 H,m), 8.33(1 H,d, 
J=1.6Hz),10.17(1H,s) 



52 



CN 



OAc 



7 \\ 



mp: 209-21 0°C(AcOEt-MeOH) 

NMR: 5 :2.01 (3H,s),4.34-4.46(2H,m),4.83-4.90 (1 H, 
m),7.30-7.37(2H,m) t 7.96-8.06(3H,m) 1 8.09(1 H,d, 
J=8.8Hz),8.30(1H J d l J=2.4Hz),8.97(1H,d ) J=7.6Hz),10 
.98(1 H,s) 



53 



CF, 



Me Me 




mp: 125-1 27 C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7. 16-7.20(1 H,m),7. 76-7.79 (1H, 
m),7.95-7.98(1H,m),8.05(1H,d } J=8.8Hz), 8.13-8.18 
(1H,m), 8. 30(1 H, d,J=2.0Hz), 8.54(1 H,s), 10,23(1 H t s) 



54 



CF, 



Me Me 



mp: 198-1 99 C(AcOEt-Hex) 

NMR: 6 :1.51 (6H,s),2.27(3H,s),7.21 -7.29(2H,m), 
7.32-7.37(1 H,m), 7. 54-7.58(1 H, m),8. 07(1 H,d, J=8.8 
Hz) ) 8.19(1H t dd > J=2.0,8.8Hz),8.38(1H,d,J=2.0Hz) ) 8.5 
3(1 H,s), 10.25(1 H,s) 



55 



CN 



Me Me 



mp: 175-176°C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s) r 7.27-7.33(2H,m) ( 7.52-7.58 (1 H, 
m) J 7.72-7.77(1H,m),8.05(1H J d,J=8.4Hz) I 8.13 (1H, 
dd,J=2.0,8.4Hz),8.34(1 H,d,J=2.0Hz), 8.51-8.55 (1 H, 
m),10.20(1H,s) 



56 



CN 



Me Me 




mp: 139-141C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s),7. 14-7.21 (2H,m),7. 48-7.57 (1H 
m), 8.07(1 H,d,J=8.8Hz), 8.1 2(1 H,dd,J=2.0,8.8Hz), 8.35 
(1 H,d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H,s) 



57 



CF, 



Me Me 




mp: 221-223°C(AcOEt-Hex) 

NMR: 5 :1.56(6H,s),7.43-7.50(2H J m) ) 7.95-8 ; 08 (3H, 
m),8.1 5-8.1 9(1 H,m),8.30-8.34(2H } m),8.86 (1H,s), 
10.29(1H,s) 



38 - 



WO 98/22432 



PCT/JP97/04174 



Ex. 


n 1 

R 


A 


n9 

R 


n ATA 


58 


CF 3 


^OMe 

X\ 


CP 


mp: 195-1 96 G(AcOEt-MeOH) 

NMR: 6 :3.31(3H,s),3.73(2H,d,J=4.4Hz),4.78-4.85 
(1 H,m),7,28-7.35(2H,m),7.54-7.61 (1 H f m),7.66-7.71 
(1 H,m) ,o.02-o.0o(1 H,m),o. i 2(1 H,a,J=o.oHZ) , o.ol 
(1 H,d,J=2.4Hz), 8.55-8.66(1 H,m),1 1 .01 (1 H,s) 


59 


CF 3 


^OMe 

X\ 




mp: 187-188°C(AcOEt-Hex) 

NMR: 6 :3.32(3H,s),3.70-3.79(2H,m) J 4.77-4.84 (1H, 
m),7.29-7.36(2H,m),7.97-o. 1 4(4H,m), a. 3d ( 1 n,0, J = 
2.0Hz), 8. 83(1 H,d,J=6.8Hz), 10.99(1 H,s) 


60 


CF 3 


Me Me 




mp: 164-165 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s),7.28-7.34(1 H,m),7. 50-7.64 (2H, 
m),o.U9( 1 n,a,J=o.4HZ),o.l / (ln,aa,J=l .b,o.4nZj ,0.0 4 
(1 H,d,J=1 .6Hz),8.74(1 H,s),1 0.24(1 H,s) 


61 


CF 3 


Me Me 


xx; 


mp: 208-209 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s), 7.53-7.61 (1 H,m),7.78-7.84 (1 H, 
m) s o.01-o.0o(2n,mj,o.1 ^-0. 1 b{ 1 n,m), o.^y (in, a, 


62 


CF 3 


Me Me 




mp: 161-162°C(AcOEt-Hex) 

1 >j 1 vi 1 1 . u . 1 . Jt^un,o| , / .00 / \t— 1 1,111^,/ . <jc3 / ^111, 

m),8.08(1H,d,J=8.8Hz), 8.1 5(1 H,dd,J=1.6,8.8Hz), 8.33 
(1H,d,J=1.6Hz),8.71(1H,s),10.24(1H,s) 


63 


CF 3 


Me Me 


Me 


mp: 143-1 44 C((i-Pr) 2 0) 






— V~-Me 
Me 


NMR: 6 :1 .1 1 (9H,s),1 .42(6H,s),7.39(1 H,s), 8.04-8.1 1 

/OU rn\ Q OH P QQ/1 l_l m\ Q flH/l W o\ 

(^.n,m; ,o.ju-o.oo ( 1 n,rnj,y.uu( 1 n,sj 


64 


CN 


M^e^^ e 




MS FAB (m/z):383[(M + 1) + ] 

NMR: 6 :0.97(6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51 
(1H,t,J=8.3Hz),7.15(2H,t,J=7.9Hz),7.46-7.58(1H, m), 
8.01 (1 H,dd,J=1 .9,8.5Hz) } 8.09(1 H,d,J=8.5Hz),8.33(1 
H,d,J = 1 .9 Hz), 9.1b(1 H ,d,J = o.oHZ) , 1 1 .Uo(l H,Dr) 


65 


CF 3 


Me Me 




mp: 204-205'C 

NMR: 6 :1 .54(6H,s), 7.67-7.71 (1 H,m), 7.80-7.84 
(1H, m), 7.92(1H,d,J=7.6Hz), 7.99(1H,d, J=7.6Hz), 
8.07 (1 H,d,J=8.8Hz), 8.19(1 H, da, J = 1 .b,a.oHZ) , o.ol 
(1H,d,J=1.6Hz), 8.95(1 H,s), 10.27(1 H,s) 


66 


CF 3 


Me Me 

X 


x 


mp: 21 5-21 7 C 

NMR: 6 :1 .42(6H,s),5.02(2H,s), 7. 28-7.36 (4H,m), 
7.69(1 H,s),8.07(1 H,d,J=8.2Hz),8.20(1 H,d,J=8.2Hz), 


67 


CF 3 


Me Me 




mr \' one one / " 
mp. ^lUO-^UO ^ 

NMR: 6 :1 .57(6H,s), 6. 91-6. 94(2H,m),7. 40-7. 44(1 H, 
m), 7.99(1 H,dd,J=1.6,8.0Hz),8.06 (1H,d, J=8.4Hz), 
8.15(1 H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H,s), 10.27(1 H,s), 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 

X 




mp: 188-189 C 






NMR: 5 :1 .66(6H,s),7.73-7.77(2H,m),8.06 (1 H,d, 
J=o.oHz),o. 17(1 H , ad , J =2.0,o. 4Hz), 0. 24(1 H,aa,J = l .0, 
8.4Hz), 8. 31 (1 H,d,J=1 .6Hz), 8.49(1 H l dd I J = 1 .6,7.2Hz), 
o.riy (1 n,aa,J= I .o,o.4nz),y.io(i n,m),lU.o/(l n,S),i i . 
46(1 H,s) 


69 


CF 3 


Me Me 


H 


mp: 122-123 C(AcOEt-Hex) 

NMR: 6 :1.49(6H ! s),6.08-6.12(1H,m),6. 85-6.88 








(1H,m),6.93-6.97(1H,m),8.01-8.06(2H J m),8. 13-8,17 
(1 H,m), 8.30-8.34(1 H,m),1 0.21 (1 H,s),1 1 .40-1 1 .46 
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Ex. 



70 



R 1 



CF, 



Me Me 



R 9 




Me Me 



DATA 

(1H,br) 

MS FAB (m/z):418[(M+H) + ] 

NMR: 8 :1 .41 (6H,s),1 .47(6H,s),7.18-7.33(5H,m), 
7.45(1 H, s), 8. 05-8.14(2H,m),8. 24-8. 26(1 H,m), 9.89 
(1H,s) 



71 



CF, 



Me Me 




C I 



mp: 194-19SC(AcOEt-Hex) 
NMR: 6 :1.52(6H,s),7.28-7.39(2H,m),7. 45-7.52 (1H, 
m),8.09(1H,d,J=8.4Hz),8.16-8.20(1H,m), 8.33 (1H,d, 
J= 1.6Hz),9.1 3(1 H,s), 10.1 5(1 H,s) 



72 



CF, 



Me Me 



XS 



mp: 182-184C(AcOEt-Hex) 
NMR: 5 :1 .53(6H,s),7.42(1 H,dd,J=2.4, 8.0Hz), 7.54- 
7.58(1 H,m), 7.78(1 H,t,J=8.0Hz) 5 8.08(1 H,d, J=8.4Hz), 
8.15-8.18(1 H,m), 8. 33-8. 35(1 H,m), 8.62-8. 65(1 H,m), 
10.27(1H,s) 



73 



CF, 



Me Me 



XT 



mp: 166-169°C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.30-7.37(1 H,m),7.52(1 H.dd, 
J=2.4,8.4Hz),7.72(1 H,dd,J=6. 4,8. 4Hz),8. 09(1 H,d,J=8 
.8Hz), 8. 18-8. 22(1 H, m), 8. 34-8. 37(1 H.m), 8.45 (1H,s), 
10.28(1H,s) 



74 



CF, 



Me Me 




F 

CI 



mp: 1 87-188 C(AcOEt-Hex) 
NMR: 6 :1.53(6H,s) l 7.54(1H,t,J=9.2Hz),7.90-7.95 
(1H l m),8.05(1H,d l J=8.4Hz),8.1 1-8.1 6(1 H,m), 8.25 
(1 H, dd,J=2.0,7.2Hz), 8. 28-8.30(1 H,m), 8.76 (1 H,s), 
10.22(1 H,s) 



75 



CF, 



Me Me 




mp: 197-199C(AcOEt-Hex) 

NMR: 6 :1.51(6H ) s),7.27-7.34(2H ) m),8.10(1H ! d, J= 
8.4Hz),8.1 5-8.20(1 H,m) ,8.31 -8.33(1 H,m),9.1 2(1 H,s), 
10.22(1H,s) 



76 



CF, 



Me Me 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1.42(6H ) s),7.24-7.28(3H,m) ! 7. 35-7.40 (3H, 
m),7.44-7.56(2H,m),7.75-7.79(1H,m), 8.07 (1H,d, 
J=8.8Hz) J 8.13-8.16(1H,m) I 8.32-8.34 (1H,m), 8.65 
(1H,s),10.22(1H,s) 



77 



CF, 



Me Me 



w // 



'/ w 



mp: 1 97-198 'C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.39-7.44(1 H,m),7.47-7.53 (2H, 
m),7.72-7.81(4H ) m),8.02-8.08(3H,m),8.14-8.18 (1H, 
m),8.31 -8.33(1 H,m),8.63(1 H,S),1 0.22 (1 H,s) 



78 



CF, 



Me Me 



MS FAB (m/z):400[(M+H) + ] 

NMR: 6 :1.56(6H,s),7.15(1H J d,J=5.6Hz),7.69-7.73 
(1 H,m), 7.82(1 H,dd,J=4.5,5.6Hz),8.07(1 H,d,J=8.5Hz) 
8.09(1 H, br), 8.1 3(1 H J d,J=1.9,8.5Hz),8.28(1H,d,J = 1. 9 
Hz),10.24(1H,br) 



79 



CF, 



Me Me 




N 



mp: 197-199°C(AcOEt-Hex) 

NMR: 8 :1.54(6H,s),7.84-7.87(2H,m),8.06(1H l d,J= 
8.8 Hz),8.12-8.16(1H,m),8.30(1H,d,J=2.4Hz), 8.73- 
8.76(2H, m), 8.87(1 H, s), 10.29(1 H,s) 



80 



CF, 



Me Me 




mp: 106-1 08°C(AcOEt-Hex) 

NMR: 6 :1.61(6H,s),8.07(1H,d,J=8.4Hz),8.13-8.17 
(1 H,m),8.30(1 H s d,J=1 ,6Hz), 8.79-8. 82(1 H,m), 8.90- 
8.93(2H,m), 9. 15-9.1 7(1 H,m),1 0.32(1 H,s) 



81 



CF, 



Me Me 




mp: 170-171C(AcOEt-Hex) 

NMR: 6 :1 .65(6H,s),7.80-7.91 (2H,m),8.06(1 H,d, J= 
8.8Hz),8.13-8.20(2H,m) J 8.26-8.32(2H,m), 8.53 (1H, 
s),8.96(1 H,s),9.45(1 H t s),1 0.38(1 H,s) 
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Ex. 


i— \ 1 

R 1 


A 


R 9 


n ATA 


82 


CF 3 


Me Me 

X 




XJ 

H 


mp: 1 72-1 73 C (AcOEt- Hex) 

NMR: 6 :1.57(6H,s),6. 75-6.78(1 H,m),7. 14-7. 19 (1H, 
m),7. 40-7. 44(1H,m),7. 57(1 H,d,J=8.0Hz), 7.64 (1H,d, 
J=8.0Hz),8.06(1 H,d,J=o.orlZ) ,o. i d-o. l / (in,m),tt.oU- 
8. 33(2H,m), 10. 22(1 H,s),1 1.28(1 H,br) 


83 


CF 3 


Me Me 

X 


— CHp-^>-F 


MS El (m/z):423(M + ) 

NMR: 6 :1.47(6H,s),4.53(2H } s),6.94-7.00(2H,m), 
7.04-7.1 1 (2n,m) ,o.Uo(l n,a,J=o.4nZ),o.l t (in, 
m),8.27-8.30(1H,m),8.32(1H,s), 10.21 (1H,s) 


84 


CF 3 


Me Me 




mp; 289-290 C(AcOEt-MeOH) 

NMR: 6 :1.72(6H,s),5.61(1H,d J J=9.2Hz),7.58 (1H,d, 
J=9.2Hz),8.13-8.20(2H,m),8.27-8.34(2H,m), 10.37- 

■i r\ A A I H LJ »-»-» \ H M /in/1 U 

1 0.44(1 H,m), 1 U.49 (1 n,Drj 


85 


CF 3 


Me Me 

X 


J- 


H 


mp: 147-149C(AcOEt-Hex) 

NMR: h :1.56(6H,s),7.02-7.07(1H,m),7. 16-7.21 (1H, 
m),7.32-7.36(1 H,m),7.37-7.42(1 H,m),7.62-7.66 (1 H, 

m\ P fiCM Ul H 1 — Q QW-7\ P 1 A P 1 QM l-l rr\\ R ^H-P "^P. 

(1H,m),8.53(1H,s),10.29 (1H,s), 1 1 .55(1 H,br) 


86 


CF 3 


Me Me 






mp: 100-1 02 C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),2.45(3H,s),6. 85-6. 88(1 H,m), 
7.76(1 H,d l J=4.0Hz) ! 8.03-8 > 07(1H l m),8.13-8.17 (1H, 
m),o.^y-o.o^(l n,m),o.41 ( 1 n,S), 1 \j.d.d \ \ n,S; 


87 


CF 3 


Me Me 


H 


mp: 231-232°C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,s),7.02-7.08(1 H,m),7. 32-7.34 (1 H, 
m),7.36-7.45(2H,m),8.05(1H,d,J=8.4Hz),8.16 (1H,dd, 
J=2.0,8.4Hz),8.31 (1 H,d,J=2.0Hz),8.59(1 H,s),1 0.28(1 
H,s),1 1 .66(1 H,s) 


88 


CF 3 


x 




MS FAB (m/z):438[(M+H) + ] 

NMR: 6 :2. 01 (3H,s) J 4.34-4.48(2H,m) ) 4. 87-4.96 (1H, 
m) ! 7.27-7.37(2H,m) ) 7. 43-7.68(1 H,m),7.65-7.79(1 H, 
m),8.05(1H,dd,J=2.1, 9.0Hz), 8.14 (1 H,d,J=9.0Hz), 

a on/1 u H 1 O 1 t-l-r\ P 7/! P QO/1 LJ rr>\ 1 1 H/l M l-l hr\ 

o.oU(l n,a,J=^. I nZj,cS. / 4-o.o^:( 1 n,m), I i.U4(in,Drj 


89 


CF 3 


.OH 

XX 




mp: 181-1 82 C(AcOEt-MeOH) 

NMR: 6 :3.80-3.85(2H ) m) I 4.63-4.68(1H r m),5.18- 

5.24(1 H,m), 7. 29-7.37(2H,m), 7. 55-7.62(1 H,m), 7.72- 

7 77M Ul m\ Q HO P H«M W m\ P 1 QM l-l H I — P 

( . 1 i \ \ n,m/ ,cs.U/i-c3.UD^ 1 n,rnj,c3. i c. \ i n,u, j-o,onz) , 
8.33-8. 38(2H,m),10. 92(1 H,s) 


90 


CF 3 


Me Me 




mp: 179°C 

NMR: 6 :1 .52(6H,s),3.81 (3H,s),7.00(2H,d, J=8.7Hz), 
7 n-i /ou h i o 7u-t\ d lj h i p 7 U4 -r\ p no p nci 

(1H,m),8.29-8.31(1H,m),8.38(1H,br), 10.16(1 H.br) 


91 


CF 3 


Me Me 




mp: 182-183°C (AcOEt) 

NMR: <5 :1 .52(6H ) s),7.70(2H,d,J=8.4Hz),7.89(2H > d, 

1 D /IUt\ Q U rl l-Q 4U7\ Q H B 1R/1I-I m\ Q OQ 

J=o.4nZj ,o.Uo (1 n,u,J : =o.4nZj,o.i i -o . 1 o ^ I n,mj, o.zio- 

8.30(1H,m) J 8.65(1H 1 br),10.19(1H ( br) 


92 


CF 3 


Me Me 


-^)>-ci 


mp: 173C (AcOEt) 

NMR: 6 :1.52(6H,s),7.56(2H,d,J=8.4Hz) > 7.96(2H ! d, 
J=8.4Hz), 8.05(1 H,d,J=8. 7Hz),8. 12-8.1 6(1 H,m), 8.29- 

a qi/iu rn\ P RRM H hr\ ID 1 QM H hr^ 
0,0 1 \ 1 n,iiij,o.Uwj^ 1 n,ui j, ivj. i <j\ \ [ i ,ui ) 


93 


CF 3 


Me Me 

X. 


CI 


X 


mp: 223 C: 

NMR: 6 :1 .50(6H,s),7.60(1 H,d,J=8.1 Hz),7.68(1 H, d, 
J=1 .8,8.1 Hz),7.81 (1 H,d,J=1 .8Hz), 8.08(1 H,d,J=9.0Hz 
),8.1 7-8.22(1 H J m),8.35-8.36(1H,m),8.87 (1H,br), 
10.28(1 H.br) 
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Ex. 


R 1 


A 


R 9 


DATA 


94 


CF 3 


Me Me 


Br 


mp: 199C (AcOEt-(Et) 2 0) 

NMR: 6 :1 .51 (6H,s),7.35-7.41 (1 H,m),7.62-7.66 (1 H, 
m), 7. 68-7. 73(1 H,m), 8. 08(1 H,d,J=8.4Hz),8.1 8-8.22 
(1H,m),8.37-8.39(1H t m),8.83(1H,br) l 10.28 (1 H.br) 


95 


CF 3 


Me Me 


— <^^-0H 


MS FAB (m/z):392[(M + H) + ] 

NMR: 6 :1 .50(6H,s),6.80(2H,d s J=8.7Hz) ) 7.80(2H, d, 
J=8.7Hz),8.04(1H,d,J=9.0Hz),8.1 1-8.16(1 H,m), 8.26 
(1H.br), 8.30-8. 32(1 H,m), 9.99(1 H,br), 10.1 5(1 H.br) 


"b 

NC 


0 




Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H) + ] 

NMR(CDCI 3l TMS internal standard): 6 :1.85 (6H,s), 4.60 
(2H,br),6.78(2H,d,J=7.4Hz),6.88(2H ) t,J=8.8Hz),7.08-7.33 
(3H,m), 7.74-7.81 (3H,m), 7.93(1 H,dd,J = 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz),1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213°C 

NMR(CDCI 3 +DMSO-d 6 ,TMS internal standard) 
6 :1.67(6H,s),7.05-7.10(2H,m),7.74(1H,d, J=8.5Hz),7.84- 
7. 89(2H,m), 7.95(1 H,d, J=1 .8Hz),8.1 0(1 H.dd, J=1 .8,8.4Hz), 
9.17(1 H,s),9.23(1H,s) 


d 1 h Me Me 

WW 

R 2 ^ 



Ex. 


R 1 


R 2 


Y 


R 8 


DATA 


98 


3-CF 3 


4-CN 


0 

-ST 
H 




mp: 144-146 C(AcOEt) 

NMR: 6 :1 .40(6H,s),6.69(2H,s), 6. 80-6.63 (1 H, 
m),7.01 (1 H,d,J=2.4Hz),7.35-7.40(3H,m), 7.45- 
7.49(2H,m), 7.65(1 H,d,J=8.4Hz), 8.54(1 H.br) 


99 


3-CF 3 


4-CN 


C=S 




mp: 194-196°C 

NMR: <5 :1.70(6H,s),7.40-7.52(3H,m),7.84- 
7.87(2H,m), 8.06-8.08(2H,m),8.24(1 H,s), 
10.02(1 H,s), 10.20(1 H,s) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230°C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),7.23(1H,t,J=1.3Hz), 7.31 

(2H,t,J=6.8Hz), 7.73(1 H,d,J = 1 .3Hz),7.98-8.04 

(2H,m),8.51(1H,s),9.73(1H,s) 


101 


3-CF 3 


5-CF 3 


c=o 




mp: 240-241 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.32(2H,t,J=6.6Hz), 7.71 

(1H,s),8.02(2H,dd,J=3.9,6.6Hz) l 8.37(2H J s),8.5 

9(1H,s),10.10(1H,s) 
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Ex. 


FT 


Ft 2 


Y 


R 8 


DATA 


102 


2-CF3 


4-CN 


c=o 




MS FAB (m/z):394[(M+H) + ] 
NMR: 6 :1.52(6H,s),7.32(2H,t,J=9.0Hz),7.95- 
8.03(3H,m), 8.1 3-8.19(1 H,m), 8. 24-8.28(1 H,m), 
8.74(1 H,br),9.16(1H,br) 



0 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


103 


CF 3 




S0 2 




mp: 1 45-146 C(AcOEt-Hex) 
NMR: 6 :2.57(2H,t,J=6.8Hz), 3.04-3. 10 
(2H, m),7. 40-7. 45(2H,m),7. 84-7. 88 (3H,m), 
7.92 (1 H,dd,J=2.0,8.6Hz),8.09(1 H,d, 
J=8.6Hz),8.24(1 H,d,J=2.0Hz),1 0.72(1 H,s) 


104 


CF 3 




S0 2 




mp: 1 63-164 C(AcOEt-Hex) 
NMR: 6 :1.02(3H,d,J=6.4Hz) ! 2.46(2H,d > 
J=6.8Hz),3.64-3.71 (1 H > m),7.29-7.33(2H,m), 
7.80-7.91 (5H,m), 8.1 6(1 H.s), 1 0.60(1 H,s) 


105 


CF 3 




c=o 




mp: 180-181 C(AcOEt-Hex) 
NMR: 6 :1 .27(6H, s ),4.03(2H,d,J=7.0Hz), 
7.24-7.31 (2H,m),7.82-7.88(2H,m), 8.09 
(1 H,d,J=8.6Hz), 8. 1 3-8. 1 8(1 H,m), 8.32- 
8.35(1 H,m), 8. 42-8. 48 (1 H f m),1 0.02(1 H.s) 


106 


CF 3 




so 2 




mp: 161-1 62 C(AcOEt-Hex) 

NMR: 6 :1 .1 9(6H, s ),3.02(2H,d,J=6.7Hz), 

7.36-7.43(2H s m) t 7.76-7.88(3H,m),8.06-8.13 

(2H,m), 8. 28-8.31 (1 H,m),9.91 (1 H,s) 


107 


CF 3 




c=o 




mp: 191-1 92 C(AcOEt-Hex) 
NMR: 6 :1.27(6H,s),3.60(2H,d,J=6.4Hz), 
7.10-7.16 (2H,m) ,7.44-7.53(1 H,m), 8. 08 
(1H,d,J=8.8Hz), 8.1 5-8.1 9(1 H,m), 8.35- 
8.38(1 H,m), 8. 72-8.77 (1H,m), 1 0.04(1 H,s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H) + ] 
NMR( CDCI 3 ,TMS internal standard): 
6 :1.48 (6H,s), 1.61 (6H,s), 7.11(2H,t,J= 
8.7Hz),7.77-7.86(3H,m),7.93-8.05 (4H,m) 



*1 1 

1 H 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 




c=o 




mp: 236-238°C(AcOEt-Hex) 
NMR: 6 :1.80-2.02(2H,m),2.28-2.38 (2H, 
m),2.60-2.74(2H,m),7.30-7.37 (2H,m), 
8.01-8. 08(3H,m),8. 12-8.16 (1H,m),8.30- 
8.32(1 H,m), 9.02(1 H,s), 10.18(1 H,s) 
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Ex. 


R 1 


A 


Y 


R 9 


RATA 
UA 1 A 


110 


CF 3 




S0 2 




-F 


mp: 169-170°C(AcOEt-Hex) 

NMR: 6 :1 .53-1 .80(2H,m),2.04-2.1 6 (2H, 














m),2.37-2.46(2H,m),7. 23-7.32 (2H,m), 
7.73-7.80(2H,m),7.98-8.15 (3H,m),8.41 
(1H,s) ) 10.24(1H,s) 


111 


CF 3 




c=o 






mp: 205-207"C(AcOEt-Hex) 
NMR: 6 :1.79-2.05(2H,m),2.22-2.31 (2H, 
m),2.67-2.76(2H,m),7.1 6-7.23(2H, m), 
7.50-7.59(1 H,m), 8.09-8. 16(2H,m), 8.33- 
8.36(1 H,m), 9.4b (1 H,S), 1 0.^d (1 H,SJ 


112 


CF 3 




S0 2 




-F 


mp: 211-213 C(AcOEt-Hex) 
NMR: 6 :1 .02-1 .05(2H,m),1 .30-1 .33 (2H, 
m),7. 30-7. 35(2H,m),7. 82-7. 86(2H,m) ! 7.96 
(1H,dd,J = 1.6,8.4Hz), 8.07(1 H,d,J=8.4Hz), 8 
.1 2(1 H,d,J = 1 .6Hz), 8. 45(1 H,s), 1 0.24(1 H,s) 














113 


CF 3 


V 


c=o 




-F 


mp: 284-286' C(AcOEt-Hex) 

NMR- h -1 1Q-1 PPfPH 1 ^-1 SB /PH 

INIVIIi. \) . 1 . 1 \3 \ 1,111^, 1 .JJ 1 .iJU 1, 

m),7.31-7.37(2H,m),8.00-8.05(2H,m), 8.08 
(1 H,d,J=8.8Hz),8.20{1 H,dd,J=2.0,8.8Hz),8 
.32(1 H,d, J=2.0Hz), 9.03(1 H,s), 10.25(1 H,s) 














1 1 a 




Q 






-F 


mn- 1 77-1 78 C(AcOEt-Hex) 

ill • if/ if \j x — ' i / \v*/ til v> /a. / 

NMR: 6 :1 .49-1 .63(4H,m),1 .84-1 .90 (2H, 














m),2.06-2.12(2H,m) T 7.23-7.28(2H,m) } 7.78 
-7.82(2H,m),7.97-8.09(4H,m), 10.1 1 (1H,s) 


115 


CF 3 


Q 


c=o 




-F 


mp: 235-236°C(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m),1 .99-2.05(2H, 














m),2.26-2.33(2H,m),7.28-7.34(2H,m), 7.99 
-8.05(3H,m),8.12(1 H,dd,J=1 .6,8.8Hz),8.29 
(1 H,d,J = 1 .6Hz),8.62(1 H,S), 10.23 (1 H,s) 


116 


CF 3 


Q 


S0 2 


^> 


-F 


mp: 188-189 : C(AcOEt-Hex) 
NMR: 6 :1 .22-1 .54(6H,s),1 .84-1 .88 (4H, 
m),7.19-7.24(2H,m}, 7.72(1 H,s), 7.78-7. 81 
(2H,m),7.95(1 H,dd,J=1 .6,8. 8Hz), 8.04-8. 08 
(2H,m),9.91 (1 H,s) 


117 


CF 3 


Q 


C=0 




-F 


mp: 241-242 C(AcOEt-Hex) 
NMR: b :1.31-1.42(1H,m), 1.45-1.68 (5H, 
m) t 1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 
-7.33(2H,m),7.93~8.13(5H,m),8.29 (1 H,d, 
J=2.0Hz) ,10.1 2(1 H,s) 


118 


CN 




c=o 




-F 


mp: 294-295 C(AcOEt) 
NMR: 6 :1 .18-1 ,22(2H,m),1 .52-1 .55 (2H, 
m),7.30-7.36(2H J m),8.00-8.06 (3H,m), 
8.16-8.19(1 H,m),8.33(1 H,d, J=1 .6Hz), 
9.04(1 H, s), 10.21 (1H,s) 


119 


CN 




so 2 


\=/ 


— F 


mp: 171-172°C(AcOEt-Hex) 

NMR: 6 :0.98-1 .02{2H,m),1 .28-1 .32 (2H, 

\ 1 1 1 , / . vj \-> I . <J yc-\ i, illy, / .uw / .ou ^c. i i , i 1 1 j , 

7.96(1 H, dd,J=2.0,8.4Hz), 8.04(1 H,d,J=8.4 

\-\-7\ P 17/1H H I — P nu?^ R /1QMM in orxi 
nzj,o. i / \ in,u,u~-(C.\jriz.j 1 o.' : +o^ i n,oj, iu 

1H,s) 


120 


CN 


Q 


so 2 


-o 


-F 


mp: 214-215°C(AcOEt-Hex) 

NMR: 6 :1 .47-1 .63(4H,m),1 .80-1 .89 (2H, 














m),2.02-2.12(2H,m),7.28-7.34 (2H,m), 
7.78-7. 84(2H,m),7.93-7.97 (1 H,m),8.02- 



-44- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


FT 


A 


Y 


R 9 


DATA 












8.06(2H,m) > 8.16(1H,d, J=2.0Hz), 
10.12(1 H,s) 


121 


CN 


Q 


c=o 




mp: 134-135°C(AcOEt-Hex) 
NMR: 6 :1 .60-1 .81 (4H,m),1 .96-2.07 (2H, 
m),2.22-2.34(2H,m),7.28-7.34(2H, m), 
7. 98-8. 05(3H,m), 8.07-8.1 1 (1 H,m), 8.29 
(1 H,d,J=^.0nZ),o.b^(1 n,S), I U. 1 y( I n,Sj 


122 


CF 3 


0 


c=o 




mp: 246-247 : G(AcOEt) 
NMR: 6 :2.02-2.10(2H J m) t 2. 15-2.24 (2H, 
m),3.70-3.77(4H ) m) l 7. 30-7.36 (2H,m), 
7. 98-8. 15(4H,m), 8.28-8. 30 (1H,m), 8.43 
(1H,s),1 0.23(1 H,s) 


130 


CF 3 




c=o 




(A) MS FAB(m/z):432[(M-H)] 
NMR: 6 :1 .30-1 ,70(4H, m), 1 .90-2.00 
(4H, m), 2.25-2.50(1 H, m), 3.70-3.85(1 H, 
m), 7.25-7.38(2H J m) f 7.88-7.96(2H, m), 
7.97-8.02(1 H,m), 8.09(1 H, d, J=8.4Hz), 
8.23-8.33(2H, m), 10.63(1 H, br) 
(d) Mb rAD(m/Z).4o4[(IV! + n) J 
NMR: 6 :1 .58-1 .90(8H, m), 2.57-2.65 
(1H, m), 3.90-4.02(1 H, m), 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz), 8.1 9-8.26(1 H, m). 
8,36(1 H, br), 1 0.59(1 H, br) 



£1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF 3 


CN 


c=o 




mp: 249-250 "C (EtOH) 

NMR: 6 :1.63(3H,s),1.94-2.03(3H,m),2.17- 

2.28(1 H,m), 3.50-3.59(1 H,m), 3.73-3.82(1 H,m), 

7.29(2H J t,J=9.0Hz),7.65(2H,dd,J=5.6,9.0Hz),8 

.10(1H,d,J=8.8Hz),8.17(1H,dd,J=1.8,8.8Hz),8. 

34(1 H,d,J=1.8Hz), 9.96(1 H,s) 


124 


CF 3 


CN 


so 2 




mp: 115-116C ((Et) 2 0-Hex) 
NMR: 6 :1 .50(3H,s),1 .88-2.07(3H,m),2.22- 
2.31 (1 H,m), 3.36-3.46(1 H,m),3.61 -3.69(1 H,m), 
7.56~7.62(2H,m), 7.66-7.71 (1 H,m),7.78-7.82 
(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1 H.dd, 
J=2.0,8.4Hz),8.29(1H,d,J=2.0Hz) J 1 0.04(1 H,s) 


125 


CF 3 


CN 


so 2 




mp:180-182°C (i-PrOH-CHCI 3 ) 
NMR: 6 :1 .52(3H,s),1 .89-2.07(3H,m),2.22- 
2.31 (1 H,m),3. 39-3.46(1 H,m), 3. 61 -3.68(1 H,m), 
7.39-7.45(2H,m),7.84-7.90(2H,m), 8.13(1 H,d, 
J=8.8Hz), 8.22(1 H, dd,J=2.0,8.8Hz), 8.27(1 H,d, 
J=2.0Hz), 10.03(1 H,s) 


126 


CF 3 


CN 


so 2 




mp:149-150°C (EtOH-(Et) z O) 
NMR: 6 :1 .49(3H,s),1 .86-2.07(3H,m),2.20- 
2.30(1 H,m), 3.28-3.42(1 H,m), 3.56-3.68(1 H,m), 
|3.84(3H,s),7.03-7.13(2H,m) t 7.70-7.75(2H,m), 



-45 - 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R 1 


R 2 


Y 


R 9 


DATA 












8.13(1 H,d,J=8.8Hz), 8.23(1 H,dd f J=2.0,8.8Hz), 
8.29(1 H,d,J=2.0Hz),1 0.02(1 H,s) 


127 


CF 3 


CN 


0 

H 


-O-o. 


mp: 182-1 84 °C (CH 2 CI 2 -(Et) 2 0) 

NMR: 6 :1 .53(3H,s),1 .86-1 .95(1 H,m),1 .97- 

2.20(3H, m), 3.59-3. 67(1 H,m), 3.75-3.83 

(1 H,m), 7.23-7.28(2H,m),7.52-7.57(2H,m), 

8.07(1 H,d, J=8.4Hz),8.18(1H,dd ) J=2.0 t 8.4Hz) t 

8.33(1 H,d,J=2.0Hz),8.35(1 H,br), 9.97(1 H,s) 


128 


CF 3 


CN 


0 

H 


CH2CH3 


mp: 173-175C (1 ,2-diCI-Et) 
NMR: 6 :1 .00(3H,t,J=7.2Hz),1 .46(3H,s), 1 .76- 
1.84(1 H,m),1.86-2.02(2H,m), 2. 10-2.1 9 
(1H,m), 2.95-3.10(2H,m),3.29-3.37(lH,m), 
3.51-3.60 (1H,m), 6.24-6.30(1 H, m),8. 07(1 H,d, 
J=8.8Hz), 8.13(1 H,dd,J=2.0,8.8Hz), 8.31 (1H,d, 
J=2.0Hz), 10.15(1H,s) 


129 


CF 3 


CN 


0 

H 


Me 


mp: 167-1 68°C (AcOEt-Hex) 

NMR. o .1 .0b(ori,t,J=b.4nZ), ; l .4b(on,sj , l./o- 

1 .83(1 H,m),1 .86-2.02(2H,m),2.10-2.20(1 H,m), 

3.31-3.38(1 H,m),3.52-3.60 (1 H,m),3.65-3.78 

(1 H,m),5.93( 1 H, d, J=8.6Hz),8.07(1 H,d, 

J=8.6Hz),8. 12(1 H,dd,J=1. 8,8. 6Hz),8. 30(1 H,d, 

J=1.8Hz),10.17(1H,s) 



S1 3 



Ex. 


Structure 


DATA 


131 




MS FAB(m/z):392[(M-r-H) + ] 

NMR: 6 : 3.60-3.75(1 H, m), 4.20-4.30 

(2H, m), 4.35-4.60 (2H, m), 7.25-7.34(2H, 

m), 7.68-7.76(2H, m), 7.95-8.20(1 H, m), 

8.08-8.14(1 H, m), 8.30(1 H, br), 10.83(1 H, 

br) 



Com. :^4SJ## 
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n:OXlil 

R 4 , R 5 , R 6 ^.r/R 7 :I^-Xttm^oT7K*J^T-, g^S^WLTV NTtm 



a x & a 2 : iwi — x tzmft o r *g & x m&mr ^ u > m 

Z:7~>/V| 

{fiU z^^rnry- /^/^ri/H^f^li, R 4 i:R 5 ©4>^<^— ^ttTkStjjfC^ 

2. Tffi— lx^( i )T^$nsr^/i-r^yK^T^^r^yKM#f*xi««ti 
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( 5£ * <D f H ■*§- fct , ^ T © ;E * & ^ ' - t" 3 = 
n:OXIil 

R 1 , R 5 , R^U^R 7 :!^— X^S^oTTK^^, e^S^LTV^Tt^V>fg0T/^^ 



a^^a 2 : iwi -x i-m^o -a^-a-x ttf^ar /V^UyS 

^R 7 ^R 8 ^--7*t^oTi3^3^>7nT^^ 
Z:Y-R 9 

Y: 5t — c — — s — Xte — C-N — -C^&frlSg 

R 9 :ii7;^/v, ^D7/v^/h X^^S^Wl/T^-OkJ^Ty— /V, 77^^-^, 
V^rn7ll-^I 

m: 0X1*1, 2 

3. Ttfi^xi£( i )^7jk£n&T^/^T^/w&T^si<T^y\mm-i$xi^^i& 




8 



(i) 
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n: 0X1*1 

& V ^{g;^T /U^r /i^ L < I'tT =7 ^ /US 
T^J:<, n/jSl(Di^R 5 irR 6 ^— fl££&oT, i/^P7/^U>S^MLTt)J;V ^ 

Z:Y-R 9 

Y: s: — c— — s— — c-n— f^ilSi 

R 8 :t§7/^^, y^o7/W^^, lXltttl&>±0) — XttMfto/c, An^K->, 
dfv-, y77, = {JS^T/u^/^/U^v/, ^e/3g : L<(7£v ? ffi:^T/U^-/u 

m:0XI*l, 2 

ffiU Y^/V^/H-CfcU, R 9 /)^-7nry— /H©f^ii, R 4 tR 5 0/>^<^— yj 
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